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(54)Title: NOVEL NAPHTHYRIDINE DERIVATIVES 



(57) Abstract 

Naphthyridine derivatives of general 
formula (I) and acid addition salts thereof, 
which exhibit an inhibitory activity against 
acyl-CoA cholesterol acyltransferase and 
therefor are useful as preventive and 
therapeutic agents for hyperlipemia, 
arteriosclerosis and diseases relate thereto: 
wherein A is an optionally substituted pyridine 
ring; X is -N(R 2 )-CO- (wherein R 2 is 
hydrogen, alkyl, substituted alkyl or the like); Z 
is a free bond, -NH-, C t or C 2 alkylene or - 
CH==CH-; Y is aryl or substituted aryl; and L is 
alkyl, substituted alkyl, aryl, substituted aryl or 
the like. 
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tf'J7A, »'J7A, StI**HJ7A, f'jxwr^fflv^iii* 
tl5e G^$*i'*K«l3fe.fcLTIia«^ Hit, 3^*0^ny>I^i 
£ tip- h ;u x y ;v * - )V * * v&3F <z>3£#|£* ;v * - ;w * * ygil v> f> ft & 0 

(i 8)(Dmm. ®m<om®, &m<omm. Kmummmmzzt^iixitur 

tfXZ&o Mz-\i* x?/-;k 'f77 , D/V-;K 7^7tFn7 

O'C-lOOtCt, *K^h'J7A, *BSHfc*'J*A, *^M'J7A^7 

u $ tz\tT)^ii ')±m&j&<oim^*m^x'K*)z\ttfx%z><> 

(2 0), (2 3 )^5«t t>'(2 4)*$*l*-*A/#>»||»»tt^8lO**fe^«£oT-«: 
5t(2 5)-ca$*L*-f V^7*-H|j»fl:»Ci»<C:fc*«-CS, MfcifcRKJoCTft 
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*tt<2 5)*&-fc*<2 6)-e£es*i&7^ flix. 

ti\ *)V$>$m&fc(2 OK (2 3)£J:tf<2 4) Sr. ^>-tf>, MWx>&2?<7) 
^#8$Mt*$ i (i N , N - v ^;v*;w a 7 < K & ^o&fll* h y x-f;vr * 
>\ N-^fM;^'J>f«MwMT, 0t~l 5 or, $f*L<(i£i&^ 
t> 1 2 OtCt 1 -3^il©^7x-^*'J^7yK(DPPA)^©7y 

2 0- 2 0 0*C> fr£ L< (13 0-1 5 0 TCfciDaftt* £ fcfc 
*»K lfc-£t/(2 5)«-#SClt^-e§^ 0 H(c> ft^tKl 8), (2 1)^J:ti f (2 
2)<9;&D;fc5j^lW(cLT > ffrfr*(2 5)fciP*5^1-*£fcfcJ:9l'fc£»(2 6 

^»(5)0-»^k-fr*tt«x.tfJSlT»c^t*tfet t<(i, **iCHSCfc*ft 




(30) 
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(A<k %LAK Y MillHB<0tt***+o R * Ii7/Mf/Hfc**1-) 
R 7-c^$<i<5 7;v^A'Si: LT(i^f-;K xfA/, 7"n k?;K /fy^n^, 7* 
^ /H»0&*flC*» 1 ~~ 4 <D t L T 0 
HK5S(1 5)«$ft&75y^h>^|^i^ ±IBKI&S-C^$it*i:*»} 

N— [1 -^;V-4-|3-(4-bfV h4r'»7i-^| -1,2-ytF 
o-2-*^V-l,8-t7f'Jy>-3-^V) -N' -(2,6-yMV7 1 o 

N- (l-^>v^-4-|3-(4-e'jv;i^ f+y)7xx;i/| -1,2 - H 
Kn-2-t + V-l,8-t7f'Jy>-3-'f^ — N' - ( 2 , 6 - V 7° 

N- Cl - y^D7 t nii;Mf;p-4-|3-{2-yxf;V7</xh^y)7x 

-M - 1 , 2 - y t Ko - 2 - 1 ^ 7 - 1 , 8 - 1 7f y > - 3 - — N' 
-(2, 6-yM77 p nn>7xx;i/)7i/7 0 

N- Cl -v^a7*oe;w^f-;U-4-|3-(4-H , 'J> r ^> h^y)7xx;v| 
- 1. 2-y'H Kn-2-**V- 1, 8-t7f «J 5? * - 3 - >f /U) -N' -(2. 
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N- (1 - v^n^>f-;u^f-;i/-4 - |3 -(4 -If V s Jfr* h^r*»7x-;v} 
-1. 2-v'H Ko-2-**V- 1, .8— J-7f-y v>-3--f^) -N' -(2, 
6 - v V 7°n tf;u 7 x 7 V 7o 

N — (1 -v^n^*v;i/^f-;i/-4-|3-(4-£ 0, J v^* h^y)7x-;l/( 
- 1 , 2 -vfc Kn-2-**V- 1, 8-t7f;yy-3-'f;v) -N' -(2, 
6 -vM V7°o ^7i-^)9 V7o 

N- Cl 13 -(4-tTV v;w> Kv)7x-;H -1,2-vfcK 

D-2-* + V-l,8-t7f'Jy>-3-'f;V] -N' -(2,6-vW7°n 
tf;U7x-;u)7l^7 0 

N- Cl - (2-7x-;i/xf;i/)-4-|3-(4-f'Jy» h*v)7x-;H 
-l,2-ykKn-2-t + 7-l,8-t7f'Jy>-3-^;V) -N' -(2, 
6 -vM 7 7*0^71-^)7 U7. 

N- [1 -7 , nbT;u-4-|3-(4-tTuy;i/> h*v)7x-;l/| -1.2-vfc 
Kn-2-**7- 1, 8-t7f l Jy7-3-'f;V) — N' -(2,6-vW7 c 
o e;i/7x-;v)7V7 0 

N- [1 -(2-7°n^-;i/)-4-|3-(4-ev v;i/p< h^v)7x-;H - l , 
2-ytKD-2-t^7-lJ-t7fVV>-3-'f;l') — N* -(2,6- 
>M v7at>7x-;V)7V7o 

N— [l-(2-^f-;i/-2-yn^z:;u)-4-|3-(4-vi';v;V^ F^y) 
7xx;V| - 1 , 2 - yfe Ko - 2 - t^ 7 - 1 , 8 - t 7f 'J y v- 3 - >f ^ - 
N' -(2, 6-^4 77 4 nvf;i/7x-;p)7U7o 

N— Cl v7ot:;^-4-|3-(4-e , ; >4rv)7x-;v| -1,2- 

ykKD-2-t^7-l,8-t7f'Jy>-3-'f;V) -N' -(2,6-^4 
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y 7°n e;v7 x 7 vr 0 

N- [l -y^;v-4-[3-|2-(2-tf'j 7i-;v]-i,2- 
yt: Kn-2-**V- 1, 8-^7iHJ -N* -(2.6-SM 

y y n ;v 7 x - ;w ) 7 7 o 

N— [1 -7 , ^;W-4 -[3 - |2-(3 -fefV y»xh^y| 7x^]-l,2- 
y t Kd - 2 - 1 V - 1 , 8 - t 7f J y > - 3 - ^f ^] — N' -(2,6-v-f 
V7'nt:>7x-^)'7l/7o 

N- Cl -7*f-^-4-[3-|2-(4-lfV *7»xl**S/| 7x^]-l,2- 
yHKo-2-i^7-l,8-t7f l Jyy-3-'f^ -N* -(2,6-vM 
y 7* n tf ;i/ 7 x - ;W 7 1/ 7 0 

N- [1 -7'f-;w-4-[3-|3-(2-tfV v;i/)7 p n^+v| 7x-;V]-l,2 
-ytKD-2-t^7-l,8-t7f'Jy>-3-'f^] -N' -(2,6-v 
^v7nk";V7x-;i/)-7U7o 

N- [1 -7*f"^-4-[3- |3-(3-VfV v;l/)7°n^^rv| 7x-/U]-l,2 

- y H K □ - 2 - 1 + V - 1 , 8 - 1 7 f J y > - 3 - ] -N' -(2.6-v 
>f y 7°o tf ;w 7x^;v)-)U7o 

N- Cl -7*^;u-4-[3-|3-(4-tf'J v;i/)7n*-*v| 7x-;w]-i,2 

- y k Ko - 2 - 1 V - 1 , 8 - 1 7f J y > - 3 - ^V) -N* -(2.6-v 
4 y 7°n ti;v7 x 7 vy Q 

N- ( 1 -7*f-^- 4 - |3 -(3 -yxf^/7 5 J - 1 -7Dt'-;v)7x-jv| 

- 1 . 2 -vfc Kn- 2 -**y- 1 , 8 -t7f'J vV- 3 -4/l0 -N' -(2, 
6-vM 7 7 p d e;V7x-;l/)-7U7, 

N- Cl -7*^^-4 - |3-(3-t Ko^rv- l -7 P ntfz:;i,)7x-;U| -1, 
2-yHKo-2-t + V-l,8-t7fVy>-3-^V) -N' -(2,6- 
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N- (1 -7^-4- |3 -(3-fc Kn*<>7 , nfc?;t/)7x-;H -1,2-vH 
Ko-2-**V- 1 . 8-t7f'Jy>-3-'f;V) — N' -(2, 6-7^77" 
Dt>7x^)7V7 0 

N- Cl vr^;V-4-|3-(4-t''J h*v)7x~;w| -i ;2 -v 

t: Kn - 2 - 1 ^rV - 1 , 8 - 1 7f 'J y > - 3 - ^ ;vj -N' -(2.6-SM7 

N- Cl-(3-7*T-;v)-4-|3-(4-tfU^;vp{ h4r'»7x-;V| -1,2 

-vti kd-2-*#v- i, a—ryrv v>-3--r^) -n' -(2,6-v 

^77'nt>7x-;l/)71/7o 

N- Cl ^-2-7r-;i/)-4-|3-(4-b: , Vv ? ;V^ F*y)7x 

- 1 , 2 - y k Kn - 2 - t^V - 1 , 8 - t 7f 'J y > - 3 - ^^] — N' 
-(2 1 6-y^77 , nt>7x-jl/)7l/7 0 

N- [1 4- |3-(4-ey h^y)7xz;H -1,2-vfc: 

Kn-2-**7-l, 8-^7f-Uy>-3->f;V) — N' -(2.6-5MV7* 
nt>7x^)7u7„ 

N- Cl -(4-^>T-;V')-4- |3-(4-lf';5?/M ^y)7x-M -1, 
2-yHKn-2-t^7-l,8-t7f'Jy>-3-^V) -N* -(2,6- 

7 7*n t°;W7i-;v)7 l/To 
N- Cl -(4-^>^-;w)-4-|3 -(4-fcf'J v;V^ h^rV)7x-;V| -1, 
2-vt: Kn-2-*4rV - 1 , 8 -* 7^'J 3 fr) -N* -(2, 6- 
v 'f77 , ne;P7x-;i/)')i/7o 

N- Cl ~(4-^;v*>f-;u)-4- j3-(4-tf'jy;v^ h^y)7x-;v| 
- 1 , 2 - y b Ko - 2 - 1 V - 1 , 8 - 1 7f ; y y- 3 - >f ;H -N* -(2, 
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6 -y^V7'ni:>7x-;i/)')l/7o 

N- ( 1 - A^f y;i/- 4 - | 3 - ( 4 - f'J y ;M > ^ry) 7 x^;H -1,2-yt 
Kn-2-**V- 1, S-i"7*V*J>-3-4fr) -N* -(2,6-vV77° 
o tf;l/7 i-^)^ 1/To 

N— (1 -**^;V-4H3-(4-eV v*;M h^y)7x-;i/| -1,2-yt 
Kn-2-i^r7-l 1 8-t7fyy>-3-'f;V) -N' -(2,6-yM7^ 
oe;V7x-Jl/)-)I/7. 

N- [1 -7*'>;V-4-|3-(4-tTV h*v)7x-;i/| -1,2-vfcK 
D-2-t#7-l,8-t7f'Jy>-3->f;V) -N' -(2, 6-vV 7 7°o 
fcf;V7xrjv)>S;l/7o 

N- (l-^^;v-4-[3-|3-(4-7i-;w- l - \£^y i?-)V)-futf* 
v| 7x^]-l, 2-vfc: Kn-2-**7- 1. 8 -t7f'J v>- 3 -4 
;v] -N' -7*^;v7V7o 

N— [l -^>> f ;i/-4-|3-(3-t: 1 ; v» h*v)7x^;v| -1,2-vfc: 
Kn-2-t^r7-l,8-t7f'Jyy-3-'f;V) -N' -(2,6-7^7/ 
otf;U7ji-;v)7i/7o 

N- [1 -^>v;U-4-[3-|2-(2-fc c ';v;V)xb^rv| 7x-]V]- 1 , 2 
-ybKn-2-tJf7-l,8-t7f'Jyy-3->f^ — N' -(2,6-v 

7 7°n t°;i/7i^;v)7l/7 0 
N- [l-^>v;U-4-[3-|2-(3-kf'Jv;i/)-^h^v| 7x^]-l,2 
-y t Kn - 2 - t^f7 - 1 , 8 - t7f J y > - 3 - 'f -N' -(2,6-v 
>f 7 7°n tf;V 7 x 7 lx7 0 

N — (1 -^>v^-4-[3-|2-(4-kfV v»xh*y| 7x-il/]- 1, 2 
-ytKn-2-^^7-l,8-t7f'Jv>-3-^;V) — N' -(2,6-v 
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N- [1 -^>v;l/-4-[3-)2-(l, 2, 4-h'J7V-;i/- l--f^)x>* 
v| 7i-;v]- 1 , 2 -yt Ko-2 - * * 7 - 1 , 8 — f7f-'J v>- 3 ->f 
flO -N' -(2,6-yM7^ni;>7j-;l/)')l/7o 

N- [1 -^>v;V-4-[3-|3-(4-eV y^yo^y) 7x^]-l, 
2 - y t K o - 2 - * ^ V - 1 , 8 - 1 7 f J y > - 3 - 'f ;V ] -N' -<2,6- 

v7nt:>7x-;v)7U7o 
N- (l -^>v;v-4-[3-|3-(i, 2, 4-h';7y*-;v- l ->f/i/)7*a# 
*v| 7i-)H- 1, 2-yt Kn-2-**7-l, 8-t7f 'Jy>-3-f 
flO — N' -(2, 6-vMv7ntf;V7x-;l/)-7l/7o 

N- [ 1 -y^DA^y;v^f;v- 4 - |3-(2-yxf^7$/xf^fy)7x 
- 1 , 2 - y t Ko - 2 - 1 7 - 1 , 8 - 1 7f 'J y > - 3 - 'f ^) -N* 
-(2,6 -vM 7 7°n f;l/7xx;v)71/7 0 

N- C 1 - y^OA^fy;MfJl/-4 - |3 —(3 -tf 'J vfr* h+y)7x-;V| 
-l 1 2-yn*D-2-t^7-l,8-t7f'Jy>-3-'f;V) — N* -<2. 
6 -vV v7ok>7x-;v)71/7 0 

N- ( 1 -v*n^*y;i/^;i/-4-[3- |3-(1 , 2, 4 - h U TV-*- 1 
- ;w) 7° o 7x-;v]- l , 2 -yt Kn- 2 -t^fV- 1 , 8 -^7^'j 

y>-3-^H -N' -(2 ( 6-y^yyoe;V7x-;v)7l/7, N- 
2-7x-;i/xf;i/)-4 - |3 -<2-fcTV v;M h^ry)7x-;H - 1, 2-v 
Kn - 2 - t + 1 , 8 -t7f V y>- 3 - >f — N' -(2.6-iMV 
7°aH>7x-;i')7l'7o 

N- (1 -(2-7x-;i/i^;W-4-j3-(3-tiU N4r-»7x-;H 
- 1 , 2 - y H Ko - 2 - V - 1 , 8-t 7f 'J y > - 3 - -N' -(2, 



WO 98/23615 



PCT/JP97/04276 



30 

N— (1 -(2-7i-;l/J.^;V)-4-[3-|2-(3-^'; i? )V) JL Y * */\ 7i 
-/U]- 1. Kn-2-**V- 1 , 8-t7f'Jv>-3-'f^ — N* 

-(2, 6 -SM v?u\£n, 7x-;i/)-)l/7o 

N- (1 - (2-7x-;Vif;v)-4-|3-(2-yxW5/ih+y)7x 
- 1 , 2 - y t Ko - 2 - t^V - 1 , 8 - t 7f J - 3 ^) -N' 
-(2, 6 -vM V7*Dt:^7x-^)71/7o 

N- (1 - ( 2 - 7 x^;vxf^) _ 4 _ 1 3 _ ( 3 -yxf^y 5 7-1 -ynbf- 
;i/)7x-;i/| - l, 2-vfc Kn-2-**y- 1, 8-t7f'Jy>-3-^ 
; ^ _ N » _( 2> 6-7'f77Dt:>7x-^)7l'7o 
N- ( 1 - (2-7x-;vxf;v)-4-|3-(3-yxf;V7<y /Dt>)7x 
-l,2-yHKn-2-i^v-l,8-t7f'Jy>-3-^^ — N' 
-(2, 6-yM7 7n^7x-;v)^l/7, 

N- ( 1 -(2 -7x~;i/aif-;v) - 4 — 1 3 — ( 3 — t: Kn^y- 1 -7nt^;i/) 
7x-;H - 1 , 2 - y l; Kn - 2 - t^r 7 - 1 , 8-t7f J y >- 3 - 'f ;v] - 
N' -(2,6-yM77 , ak>7x-;v)-)l/7 0 

N- (1 -(2 -7x-;vxf;v)- 4 - |3 -(3 -fc Kn^y7nt»7xx 
/U| -l,2-vHKn-2-^-4rV-l I 8-^-7^ , Jv>- : -3-^^3 -N' - 
(2, 7 7°ntf;l/7x-;v)^V7o 

N- [1 - ( 2 - 7 xx;vxf;v) - 4 - 1 3 - ( 2 - y'xf ;i/7 < 7 xf 
7xx;v| -l,2-ytKn-2-t^V-l,8-t7f'Jyy-3-'f^] - 
N' -(2, 6-v^77 e nh°;V7x-;l/)7^7 0 

N- Cl - 7°o 4 - 1 3 - ( 2 - y xf < / x b y ) 7 x x;H -1,2 

-ytKo-2-t^r7-l,8-t7f 1 Jy>-3-^l') -N* -(2,6-v 
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N- [1 -7 p ofcf;l'-4-|3-(3-rtr i ; v;u> ^y)7xiiH -1,2-vti 
Kn-2-#*7- 1, 8-t7f; ^^-3-^ — N' -(2,6->MV7 t 
ntf;i/7x-;i/)7V7o 

N- C 1 - 7°n n>- 4 - [ 3 - 1 3 - ( 1 , 2 , 4 - h V 77-^- 1 - W 7°o^ 
*v| 7x-^]- 1 , 2-y't Kn-2-**7- 1 , v>-3 ->f 

;v) — N' -(2,6->MV7 B De;V7x-;v)')V7o 

N- Cl - (2->f-^-2-7n^-;i/)-4-|3-(2-v^f-^T</xh + 
y)7x-;v| -1,2-yt Ko- 2-**V-l, 8-t7f 'jy>-3-^ 
;V] -N' -(2,6-yM77 , De;V7x^^)7l/7o N- Cl 
2-7n^z:;i/)4-|3-(3-tii; y/M K-»7x^;V| - 1, 2-vfc: Kn 
-2-**7- 1, 8-^7f-V^V-3-^;w] -N* -(2, 6-vW7ne 
;V7x^^)7V7o 

N- Cl - (2-^f-;W-2-7*D^-;V)-4-[3-|3-(l, 2 , 4 - h "J 7 

l -^;v)7o*°*v| 7x-;v]- l, 2-v?fc Kn-2-**V- 1. 8 
-t7f'Jy>-3-'f;V] — N' -(2,6-^V7DtfJI/7xi;V)7l/7 a 
N- Cl -^77f;V-4-|3-(2-yxf;V7^xh^y)7x-;H - 1 , 
2-ykKn-2-t^7-l,8-t7f'Jy>-3-'f^ -N' -(2,6- 
vW 7 n e ;w 7 x - ;w ) 7 u 7 0 

N- Cl -A 7 7*f;i'-4 -|3 -(3 -k''Jy'W h*-»7x-;V| -1,2-v 
kKD-2-t^V-l,8-t7f l Jyy-3-^^) -N' -(2.6-SMV 
7 , nt>7xx;v)-7i/7„ 

N- Cl ~^77*f-;l'-4-[3- 13-(1, 2,4- h'JTV*-^- l-^;V)7°o 
***v| 7xx;H-l, 2-vfc Kn-2-t^v- 1, 8-f7f'Jy>-3- 
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-N' -(2 ( 6-y'fV7'Dt>7x-;v)'7V7o 
N- ( 1 -(3 - 7x-;V/n.^V)-4- |3 -(3 -tTU v;M h*v)7x~ 
;v| - 1 , 2 - y t Ko - 2 - t^f V - 1 , 8 - t 7f 'J y >- 3 - 'f ;Vj -N' - 
(2, 6-iM V7'nt:>7x-;V)'7V7o 

N- (1 -(3-7x-;vyntf;i/)-4- j3-(2-tT^'JvVo:h + v)7x- 
;V| - 1 . 2 -yt Kn- 2 -**V- 1 , 8 — **7f-y v>- 3 -4 ;W] -N' - 
(2, 6-v-T V7'nt>7x-;V)'7U7, 

N- [l - (3-7x-;v7ok>)-4-|3-(2-*;u*'jy^h*v)7x- 
>H - 1 , 2 - y t K o - 2 - 1 + V - 1 , 8 - 1 7f 'J y >- 3 - -N* - 
(2. 6 - vM 7 7Dt>7x^V)7l/7o 

N— (l-(3-7x-;v7ne;i/)-4-[3 -|3-(l, 2, 4 - h U 7V-;v- 

1 --Ol/)7°n 7i-;V]-l, 2-vH Kn-2-**V-l. 8-t7f 

'Jy>-3-^V] -N* -(2 1 6-yM77 5 ot>7x^^)71/7o 

N- ( 1 -(3 -7x-;i/7ntf;v)-4- |3 -<3 7- 1 -7°n t? 

-^)7x-;H - l, 2-yH Kn-2-**V- 1, 8 —J- 7f-V ^- 3 -4 

flO — N' -(2,6-yM77 , Dtf;l'7x-;v)71/7o 

N— ( 1 -(3-7x-;i/7ntr;i/)-4-|3-(3-v f x^^7^y7Dt°;w) 

7x-iV| - 1 , 2 -yt Kn- 2 -t^V- 1 , 8 -t7f'J v>- 3 -4)V\ - 

W -(2, 6-v-f 7 7nt?;V7x-;i/)7^7o 

N- (1 - (3 - 7x-;u7n tf;v)-4 - |3 - (3 - t Kn*v- 1 -7nfcf-;v 
)7x-;H - 1, 2-yt Kn-2-**V- 1 ,8-t7f'JW-3-^) 
— N' -(2,6-yV77ne;V7x^)7l/7o 

N— C 1 - (3 -7x-jv7ok>)-4- |3 -(3 -fc Kn^f v7n fc» 7 x- 
>H - 1, 2-vli Kn-2-**V- 1. 8-t7f-V-7>-3-'f;V) -N' - 
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(2,6-y-fvyot>7x-;V)^l/7o 

N- (1 - (3-7x-J^ot»-4-|3-(2-yxf^7^if^ft) 

7x-;i/| - 1 , 2 - y li Kn - 2 - t^ V - 1 , 8 - t 7f 'J y > 

-3 -4 AO -N' -(2, 6-vM V7'nk , ;U7x-;l')^U7o 

N- ( 1 - ( 3 - 7-fef- A>7 S y" 7*n *:» - 4 - 1 3 - ( 3 - V l ) Vfr* Y * v) 

7x-A/| - 1 , 2 - y t Kn- 2 -t^r 7 - 1 , 8 - t 7f 'J y > - 3 - 'f ;V) - 

N' -(2,6-yM77'nii;i/7x^;l')')l/7o 

N- [1 -O-T-fef-A/T^y 7°atr;V/)-4-|3-(2-^x^;i/7^yxh# 
y)7x~A/| -l, 2-yk Ko-2-**7- 1, 8-t7f'Jy>-3-^ 
AO -N* -(2,6-y'f77'n^7x^;v)7l/7o 

N- [1 -(3-7*^A-7<y , ynfcf;v)-4-|3-(2-l:'*'; v/xf^fy) 
7x-;V| -1,2 -y t KD - 2 - t + 1 , 8 - t7f J V V - 3 - 'f ;V) - 
N* -(2, 6-vM 77'ot>7x^)7U7o 

N— (1 - (3-7-t^;i/7<y7 e atf;W-4-|3-(3-vx^;i/7^y- 1- 
7°n tf-;v)7x-;i/| -1,2 -vt: Kn-2-**v- l,8-t7f'Jy>- 
3 -4 AO -N' -(2,6-^77ne;V7x-;V)7U7, 
N- (l-(3-7-bf;V7$7 7 5 n tf AO — 4 — 1 3 — ( 3 — yif;V7 ^ 7°n if 
^)7x-;v| - 1 , 2-yt Kn- 2-**V- 1, 8-t7f'Jy>- 3 -4 
AO -1ST -(2, 6-v-rV7 p ntr^7x-;i/)7l/7 0 

N- (1 - (3-7-b^;l/7^yynvf;v)-4-|3-(3-t Ko*->- 1 -7°n 
k'-;V)7x-^| - 1, 2->'t Kd-2-^^7-1, 8-^-7^'; v>- 3- 
4 AO — N* -(2, 7 7Dk>7x^)71/7. 

N- (1 - (3-7-fc , ?-A'7</7'nfc:;v)-4-|3-(3-fc Fn^y7°nk» 
7x-A-| - 1 , 2 - y H K n - 2 - 1 + 7 - 1 , 8 - 1 7 f 'J y y - 3 - ;v ) - 
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N' -(2, 6-yMv^ok>7x-^)-)l/7„ 

N- [1 -(3-k: KD^v7°ntT;V)-4-|3-(2-e i ;v^^ h*v)7^- 
;v| -l,2-yi;Kn-2-t^v-i,8-t7fVy>-3-'f;v) — N' - 
(2,6-yMV7'nt>7x-;v)9l'7o 

N- Cl -(3-k: Kn^vyae;V)-4-|3-(3-tr'; l>#v)7x- 
;W - 1 , 2 - y i: Ko - 2 - t^rV - 1 , 8 -t7f J y >- 3 - ^^) -N' - 
(2, 6 -v-f V7'ni;>7x-;i/)?l/7o 

N- Cl — ( 3 — ti Kn^v7 e ntT;W)-4-|3-(2-vx^;i/7$/xhdrv) 
7i-JV| -1,2 - y H Ko- 2 - i^rV - 1 , 8 - t7f J y > - 3 - 'f M - 
N' -(2,6-yM77'nf;V7x-;v)7l/7o 

N- [1 -(3-fc K n ^ y y a ti;i/) - 4 - 1 3 - ( 3 - y xf ;v 7 5 / *'^r y 
)7^~;W) - l, 2-yt Kn-2-**7-l, 8-t7f Jy>-3-^V] 
-N' -(2, 6 -5M 7 7 , oH>7x-;V)7l/7c 

N- Cl -(3 -t: Kn^v7°ne;i/)-4- |3 -(3-tT^V yV7*n^y) 
7x-;H - 1 , 2 - y t Kn - 2 - t + 7- 1 , 8 - t 7f 'J 3 - ^^) - 
N' -(2,6-yM77'at>7x-;P)9V7o 

N- C 1 - ( 3 - \L Kn * y7*D t?;V) -4— [3 — |3 — (1,2,4 — bV 77*-^ 
- 1 -^^^n.-K^vl 7x-iV]- 1, 2-yt Ko-2-**7- 1 ,8-77 
<f-V*J>-Z-4M -N' -(2,6-y^77 , nt>7x-;v)7l'7. 
N- Cl -(3-1: Kn^v7°ot:;v)-4-|3-(3-vx^;VT^y-l-7 p n 
e^;v)7i-;v| - 1, 2-yt Kn-2-**7- l, 8-t7f'Jv>-3- 
^ -N' -(2, V7°n vf;U7ai^;W^l/7o 

N- (1 -(3-fc Kn^v7'nii;V)-4-|3-(3-vif-;V'7 5 7 7 0 ne;i/) 
7x-;u| - 1 , 2 - y t Kn - 2 - t^7 - 1 , 8 - t7f J y >- 3 - 'f ^) - 
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N' -(2.6-^^7^0^7x^)^1/7. 

N- ( 1 -(3 -t Kn^y7ntf;V)-4-|3-(3-t Kn*y- 1 -y-ntf- 
;u)7x-;u| -1, Kn-2-**7- 1, 8 -t7f'J v7- 3 ->f 

AO -N* -(2,6-yMV7'nt>7x-;i/)')l/7o 
N- [1 - (3 -t: Ka + v7 , ae;v)-4-|3-(3-l: Kn* v7*n k:» 7x 
- 1 , 2 -yt Ko- 2 -**7- 1, 8-7-7f-y v7- 3-4/10 ~N' 
-(2, 6-SM 7 7nbf;W7x-;i/)7W7 0 

N— (1 - (3-7*f-;v)-4-|3-(2-yxf^7^x^y)7x^;H 
-l,2-ytKD-2-t^7-l,8-t7f'Jy>-3-^V] -N* -(2, 
6 - 7 7°n k>7x-M7l/7o 

N- (1 -(3-7*r-;v)-4-|3-(3-eu h^-»7x-;H -1,2 
-ykKn-2-^^7-l,8-7-7f'jy>-3-^V) -N' -(2,6-v 
^V7 , Dk>7x-;v)7U7 0 

N- [1 - (3-7r-;l/)- 4 -[3-13- (1, 2, 4- M77-*- 1 ;v) 
n*°*v( 7i-JV]- 1 , 2-yt K D — 2 -**7- 1 , 8 -t7f'J v7- 3 
-4;i/) — N' -(2, 77nii;i,7x^;l/)71/7o 
N- (1 - (3-^^;V-2-7r^^)-4-|3-(2-vi^;V7</xh^v 
)7x-;i/| - 1, 2-vfc Kn-2-^47- 1, 8 -7^7^'j v>- 3 -4 /lO 
-N' -(2,6-V'f77 , Dt>7x-^)7I/7o 

N- (1 - (3-^^->V-2-7r-;U)-4-|3-(3-tf , ;v ? ^p< ^y)7x 
->H - 1 , 2-vt: Kn-2-**7- 1, 8-^7f->; v>-3-4 AO — N' 
-(2, 6 - v-f y7 P oe;l/7xz;v)71/7„ 

N- (1 - (3-<*^-2-7r-/U)-4-[3-|3-(l. 2, 4- h V77- 
1 --Oi07n*°*v| 7x-;u]- i , 2-y't Ko- 2 -**7- 1 , 8-?- 
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7f'Jy>-3-'f;V] -N' -(2,6-yM77 B nf;V7x-;p)^i/7 0 

n- Ci -(3-^^;vrf-^)-4-|3-(2-tf';v J ;w> h*v)7x-;i/| - 

1 , 2 - y Ko - 2 - t^f V - 1 , 8 - t 7f J y > - 3 - ^^) -N* -(2,6 

- 9 J4 y 7* n e ;w 7 x - /u) 7 V 7 „ 

N- Ci -(3-^f-;i'r^;v)-4- 13 -(3-tfV -y;v> h*v)7x-;W - 

l,2-ytKn-2-t^rV-l,8-t7f'Jy>-3-'f^ -N' -(2,6 

N - C 1 ~ ( 3 -* ^;V7*f-;w) - 4 - 1 3 -< 2 - yxf;V7^ /x^«»7ii 
;u| -l,2-ytKn-2-t^V-l,8-t7f'Jy>-3-4;V] -N' - 
(2, 6-*^y7 , n^7ii*)«>U7o 

N— ( 1 - ( 3 -* f-ZUrf-A') -4-|3-(2-t'^'JyVih^fy) 7 x^;V| 
-l,2-yl;Ko-2-t^V-l,8-t7f'Jy>-3-'f^ -N' -(2, 

N- (l - (3-^f-;vy^;W-4-|3-(2-^;i/^';yih^v)7x-;i/| 

- 1 , 2 - y d Kn - 2-t^fV - 1 , 8-t7f 'J y>- 3--f -N* -(2, 
6-y^V7 t Dt:>7xx;V)-7U7 0 

N - ( 1 - ( 3 - ^ f^T***) - 4 - 1 3 - ( 3 - yif^T 5 7 7n 7 x 

-A- 1 - 1 , 2 - y t Ko - 2 - t47 - 1 , 8 - t7f J y>- 3 - 'f ;V] -N' 
-(2, 6-vM y7 0 ne;V7x-;v)7W7o 

N- Cl - (3->f-iW;V)-4-l3-(3-^>Jyy7*D^y)7x- 
;W( - 1 , 2 - y t Kn - 2 - 1 7 - 1 , 8 - 1 7f 'J y > - 3 - ^ iV] — N' - 
(2. 6-vV y7 e ne;U7x-;i/)7V7o 

N- Cl - (3-^f-^7f-^)-4-[3-|3-(l, 2, 4 - h 'J77*-;V- 1 - 
^;w)7°o 7x-;u]- l, 2-yH Kn-2-**V-l. 8-^7f-'J v 
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>-Z-4)\s) -N' -(2,6-yVvynt>7z^)^7o 
N- (1 - ( 3 - ^ f ;U7f ;v) - 4 - 1 3 - ( 3 - y if <y - 1 - t^;v 
)7x-;H -1,2-y'h Kn-2-**V-l, 8 -7-7f-'J v>- 3 --Ov) 
-N' -(2, V7 p nt:;i/7x-;l/)7l/7c 

N- Ci -(3-^f ;V)-4 - |3-(3-v^f-;V75 ;/nt»7x^ 
>W - 1 , 2 -/t KD- 2 -**7- 1 , 8 - + 7f) V>- 3 — N' - 
(2, 6-yMV7 , DH>7i-;V)')U7o 

N- Ci -(3->f;vrf-;v)-4-|3-(3-n Ko^y- i -ynf^v) 
7x-;v| -l,2-ytKn-2-t^V-l,8-t7f 1 Jy>-3-'f;V] - 
N* -(2,6-yMvyDt:>7x-;i/)^u7o 

N— C 1 -{3-**n'7*- ;v)-4-|3-(3-li Kn^v7°Dtf;i/)7x-;i/( 
-l,2-^l;Kn-2-t^V-l ( 8-t7f'J^y-3-^;V) -N' -(2, 
6-vM 7/nt>7x-;v)^l/7o 

N- (1 - (3->f;V7*f^)-4-|3-(2-y'if;V75/xf;Vft)7x 
-;W - 1 , 2 - y t Kn - 2 - t^fV - 1 , 8-t7f 'J y > - 3 - 'f ^) -N' 
-(2, 6 -VA 7 7°oe;V7x-;u)7U7o 

N- Cl -(4-^>x-;U)-4-|3-(2-tTU h^rv)7x-;i/| -1, 

2-ytKn-2-t^7-l,8-f7f'Jyy-3-'f;i') — N' -(2,6- 
v-f V7 B nk';V7x-;v)7l'7o 

N- Ci -(4-^>'r-;i')-4-l3-(3-tr';^;v> h*v)7i-;W -i, 

Kn-2-**V- 1. 8-t7f 'J 3 -4 flO — N' -(2,6- 
yM7 7*at , ^7x-;v)^i,7„ 

N- (1 - (4-^yf-;i')-4-|3-(2-yxf;V75/xf^y)7x- 
;W -l,2-yfcKn-2-^^7-l,8-t7f , Jy>-3-'f^ -N* - 
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(2, 6 -v-f V^o^7x-^)-)l/7. 

N- (1 -(4-^>r~^)-4-|3-(2-fe*^V> f /xh^v)7x-;H - 
1, 2-vH Kn-2-t + V- 1, 8-t7f'J5;>-3-'f^ — N' -(2,6 

N- Cl - (4-^>x-;V)-4-|3-(2-(l-eni; y'^)x^y)7i 
-M - 1. 2-vt: Ka-2-^-drV- 1. 8-^-7^'; v>-3--f;V) -N' 
-(2, 6-yMV7 , nt>7x-^)7U7o 

N- (1 -(4 -^>t-;V)- 4 - |3 -(2 yxh*v)7i-;U| - 
1 , 2 - y k Kn - 2 - i + 1 , 8 - t 7f >J y>- 3 - ^f^] — N' -(2,6 

- v ^V7 t Ok , ^7x-;V)'7V7o 

N- (1 - (4-^>f-;V)-4-!3-(3-y^f;V7^7 , D* , ^y)7x- 
;H -l,2-yHKn-2-t + 7-l 1 8-t7f l Jy*>-3-'f^ -N' - 
(2, 6-yVV7'ot>7x-;V)7l'7o 

N- (1 -(4-^>-f-^)-4-l3-(3-vxf-;l/7</7°n^^v)7xx 
;u| - 1 , 2 - y t K o - 2 - 1 7 - 1 , 8 - 1 7 f J y > - 3 - 'f ;v ) -N' - 
(2, 6-y-fV7 > nt>7x-;l/)7U7o 

N- (1 -(4-^>x-;v)-4-|3-(3-H°^V vV7°n^^v)7x-;v| 

- 1, 2-vli Kn-2-^-^V- 1, 8-t7f-Vv>-3-^^3 -N* -(2, 
6 -v-f V7'Dt>7x-;i/)')l/7 !1 

N- ( 1 -(4-^>f-iH-4-[3 — 1 3 — ( 1 , 2, 4-b 'J77*-;V- 1 --f 
;i07°n*'*v| 7x-;i/]- l, 2-yk Kn-2-**v- 1, 8-t7f'Jy> 
-3--OV) -N' -(2,6-yM77'De;V7x^)71/7o 
N — ( 1 -(4 -^>-r-;W- 4 - |3 -(3 -yif;V7? 7- 1 -7"nfx^) 
7xX)V| -l > 2-ytKn-2-t^r7-l ( 8-t7f'Jyy-3-^l'] - 
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N' -(2, vynt>7x-;i')')i/7 0 

N- Cl -(4-^>r-^)-4-|3-(3-v ? x^;l/75y7°ne;U)7x- 
>M -1,2 - v t KD - 1 , 8-t7f J y>-3 - — N' - 

(2, 6 ->M yynn>7x^;i')7l/7o 

N- [1 - (4-^>r-;v)-4-|3-(3-H Kn*v- l -7*nk:^v)7x 
- 1, 2-yfc KD-2-**V- 1. 8-t7f'J v> > - 3 - W -N' 
-(2, 6-yM77 , nn>7x^;i/)7l'7o 

N- Cl -(4-^>r-;u)-4-|3-(3-ii Kn^v7°nt:;u)7x-;vf - 
1, 2-yt Kn-2-**V- 1, 8-^7^>J v >- 3 -<< flO -N' -(2, 6 
-yM77 , nt';V7x-;V)71/7o 

N- Cl - (4 -^>f-;V) - 4 - |3 - (2 -yxf ;l/7<yxf ;l/f t)7x^ 

;H -l,2-ytKn-2-^^f7-l 1 8-t7f l Jy>-3-'f;V) -N' - 
(2, 6 -*J4 y7"oH>7xz;V)7V7 0 

N- Cl - (4-^>f-;V)-4-|3-(2-yxf^757ib^fy)7xx 
;H -1,2 - y t Kn - 2 -t^ 7 - 1 , 8 - t7f j y >- 3 -'f ^] -N' - 
(2,6-yM77 t nt>7xx;v)7U7 0 

N- Cl -(4-^>^-;lO-4-|3-(3-ev h*v)7i-;V| -1, 

Kn-2-**7-l, 8~t7f 'Jy>-3-f;V) -N* -(2,6- 
vM 7 7 0 nt:>7xx;i')7V7 0 

N- Cl -(4-^>f--;i/)-4-[3-|3-(l, 2, 4- b 'J77'-^- l--f 
^)7°n<K^v| 7x-;v]- 1, 2-yt Kn-2-**V- 1, 8"t7f'Jy> 
-3-^;i0 -N' -(2, 6-yM77Dt>7xx;v)9U7o 
N- Cl - (4-^fM>f^)-4-|3-(2-yxf;V7<7xfJfy)7x 
-M - 1 , 2 - y t Ka - 2 - 1 7 - 1 , 8 - 1 7f J y > - 3 - 'f ^) -N' 
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-(2, 6-y-fV^DH>7x^)-)l/7o 

N- (i - (4-^f-;u^>^;i/)-4- l3-(3-'tf; h*v)7x~;u} 
-1, 2-yt Kn-2-**V- 1, 8-*7f-'J$»- 3-4/10 -N' -(2, 
6 -v4 V7*n b>7i-^)»)U7a 

N— Cl -(4 - >f;v^>f;v)-4 -[3 - |3 -(4 -feTV ^)7*D#**>| 
7x-;v]- l, 2-yk Ku-2-**v- 1, 8 -t 7f J v>- 3 -4 AO - 
N' -(2, 6-yM77*nk>7x-;i/)-!;l/7c 

N- (1 - (4-^^;U^>^^)-4-[3-|3-(l, 2, 4-f'J77*-^- 1 
-4A0:/n#**>l 7i -AO- 1 , 2-yk Ka- 2 -**V- 1 ; 8-t7f-y 
v>-3-4AO -N' -(2,6-yM77 s nt>7x-^)71/7o 
N- [l-^-^;w-4-[3-|3-(l-ifn';v-;u)-l-7otr-;v| 7i- 
1 , 2 - y t Kn - 2 - t^f7 - 1 , 8 - t 7f J y > - 3 -f^j -N* -( 
2, 6 -v*4 7 7dh>7x^;v)71/7 

N- Cl -(2-tf'J v;v^^;i/)-4-[3-|3-(i -bfoy l -7o 

t£-/u| 7x-;v]-l, 2-yt Kn-2-**V- 1, 8-t7f'Jy>-3- 
4 AO -N' -(2,6-yM77 , Dk>7x-;v)7V7 
N- Cl -(3-tT , ;> f /v^^;i/)-4-[3-|3-(l -fefD'J v-AO- 1 -7°o 
f^;V| 71-iH- 1, 2-v-b Ko-2-**V- 1, 8-t7f'Jy>-3- 
4 AO -N' -(2,6-y^V7 , ok>7x-^)71/7 
N - ( 1 - ( 4 - fcf'; v A>p< - 4 -[ 3 - 1 3 - ( 1 - Mu V v-AO - 1 - 7n. 
tf-A/| 7x-;i/]- 1 , 2-vfc: Kn-2-**v- 1 . 8-t7f'J v>-3 - 
4 AO — N' -(2,6-yM77 , oii>7x-;i/)7l/7 
N- Cl -xf-/u-4-[3- |3-(1 -en«J-7-;i/)- l --fuV-M 7x- 
1 , 2 - y t Kn - 2-t + 7- 1 , 8 - t7f J y y - 3 - ^^) -N' -( 
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N- C 1 - 7°n 4 - [ 3 - 1 3 - ( 1 - bfa y -1-7*0 k?-;u} 7 x 
-^]- 1 , 2-vk Kn-2 -**V- 1 , 8— *-7f-'J v>-3 ->f — N' 
-(2, V7 p De^7xz;V)-)l/7N- {1 -4 V^f/V - 4 — £ 3 — J 3 

- ( 1 - tfn y - l - yn 7xz;v]-i,2-yhKn-2-t^ 

V-l ) 8-t7f'Jy>-3-'f;V) — N' -(2, 6-vW7'nk>7x-;V) 
71/7 

N- (1 -^>f-;v-4-[3-|3-(l -eny 1 -7*oe-;H 7x 

1 , 2-vK Kn-2 -**V- 1 , 8 -t7f-'J 3 -N* 
-(2, 6-yVV7 p Dt t ;i/7x-;V)'7l/7 

N- C 1 - ( 3 - 7 -fef-;V7 ?/7n \£ - 4 - [ 3 - 1 3 - ( 1 - t*n y v-;u) - 
1 -7*nt-;H 7x^;l/)- l, Kn-2-t^rV - 1 , 8-t7f»Jy 

>-3-'Oi/) -N* -(2, 6 -V4 V7'ntr;W7x-;i/)^V7 
N- Cl -(3-t Kn^rv7°n i£;i/)-4-[3-|3-(l - tiny - 1 - 

7*ne~;H 7x-;l/]- 1, 2-yfc Kn-2-**v- 1, 8-t7f'Jy>- 
3->f/l0 — N' -(2, 6 -y>f V7 p ntf;V7x-;i/)7 V7 

##001 

4 -(2-?nn7x-;i/)- 1,2-ykKn - 1 -t^-p- 2-**V - 1 ,-8 
-t7f'Jy>-3-* >&<9£-j£ 
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C0 2 H 



( a ) xf;v 4-(2-^on7x =-)\>) - l , 2 - v li Kn - 2 - * * V - 1 , 

2 - 7 5 y - 3 - ( 2 - * n a ^ > W ;U) tf V v >3. 91g(16. 8mmolK >?xf;i/ 
vn*- h4.04g(25.2mmol)£O ? fc*'J v>0.33g(4. 2mmol)0*l^£$?l 7 Ot:tC 
T5B#^»L£o ^mt£i& B B B £x*/-;vT*#i& B %LT, *f^fc£% 

£4.73g(14.4nraol)M£*§ B B B i LXWtz 0 

mp 218-221t 

1H-NMR^ (CDC1 3 ) 11.53(1H, brs). 8.76(1H, dd, J=5.0HZ, 1.32HZK 7.26- 

7.57(5H, m), 7.17(1H, dd, J=7.9Hz, 5.0Hz), 4.04-4. 17 (2H, m)> 0.97(3H, t, 
J=7. 0Hz) 

IR(KBr) 1739, 1667, 1613, 1568, 1466, 1425, 1375cm-i 

(b) xf-;i« 1 ->f^-4-(2-^OD7xz;v)- l, 2-vH Ka-2- 
t^V- 1, & -t7f) i?>-3 - h<^^ 

x^;p 4-(2-^no7x-;v)-i ,2-yt Kn-2-t^rV-l,8-t 
7f-'J y>-3-*Wyl^- h4. 50(13. 7mmol) ON, N- v^;V*;i/A7 ^ 
K5 0ml»«fc*3Hfc?-M;*A(6 0%ffltt)5 4 7n*(13.7mg)*SfiKTiP;L 
0. 5SHBSH$Lfc 0 3 -Mfc.* f-/H. 9g(13.7mmol)^0 c C~5 < CtCTl)Px., Mit 

&&*ifcU fe7X^t h V ^A±T-^^MJET-Cjt«§Lr^m#%^4.60g 
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(13.4mmolM#> £ t ft < *R(Sfc« L£„ 

1H-NMR^ (CDCI3) 8.65(1H, dd, =4.6Hz, 1.7Hz), 7.29~7.56{5H, m), 7.-10— 

7.15QH, m), 4.07~4.13(2H, m) N 3.92(3H, sk 0.98(3H, t, J=7.0Hz) 

(c) l-^f;V-4-(2-^DD7x-;V)-l, 2-^tKD-2-t4rV- 
1. 8-f*7^'J y^-3-*H'Vgl^ 

xf^ 1 ->f^-4-(2-?no7x-^)- l r 2-yt.Kn-2-t^ 
V- 1 , 8 -t7f V v*>- 3-*WvV- h 4. 6g(13.4mmol)tf>x* / -;v 
2 0mmW.K7km.iti- V U *A2. lg(52.5mmol)£j!jQ;iO. 5 WM^fEL£c tK 
T?#fMSfe, 2 N&^X&ifcT p H 4 £ ft U /w-cfflffi Lfco ffrfo&i&TMft 

LT, ^M^tl^3.52g(11.2nimol)te-fe|t B a H t LT^/Co 
mp 1 7 8- 1 8 CC 

1H-NMR^(CDC1 3 ) 8.80(1H, dd, J=4.6Hz, 2.0HzK 7.39~7.57(4H, mK 7.24- 

7.29(1H, dd, J=7.9Hz, 4.6HzK 7.11(1H, dd, J=7.9Hz. 2.0Hz), 4.07(3H, s) 

IR(KBr) 1747, 1612, 1576, 1472, 1446, 1342cm-i 
##£fl 2 

4 -(3-^ h*v*7x-;w)- 1, 2-ytKn-2-t*V-l,8-t7f 'J 
v > - 3 - * )\> >B5W>£-jS; 

iH-NMR^(CDCl 3 ) 8.84(1H, d, J=3.0HzK 7.69(1H, d, J=8.2HzK 7.46(1H, dd, 

J=7.9Hz, 7.9HzK 7. 28-7. 33(1H, m), 7.05(1H, dd, J=8.3Hz, 1.7Hz), 6.73- 

6.80(2H, mh 3.84(3H, s) 

###J3 
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1 -7*f-;U- 4 -(3 K>7i-M- 1 , 2 - yb KD- 2 -^^fV- 1 , 
8 - f 7 f - U v > - 3 - iJ >m.<D&& 

mmi tmmzix&fcitzo 

1H-NMR5(CDC1 3 ) 8.76(1H, dd, J=4.6Hz, 2.0Hz), 7.65(1H, dd, J=7.9Hz, 

2.0Hz), 7.43(1H, dd, J=7.9Hz, 7.9Hz), 7.22(1H, dd. J=7.9Hz, 4.6Hz), 7.02 
(1H, dd. J=7.6Hz. 1.6Hz), 6. 70-6. 78(2H. m), 4.68-4. 74(2H. m), 3.82(3H. 
s), 1.77~1.88(2H, m), 1.45~1.59(2H, m), 1.03(3H, t, J=7.3Hz) 

mm 4 

1 -^>f-;i/- 4 -(3 -> v7x^)- l , 2 -yt Kn- 2 -**7- 
l,8-t7f'Jyy-3-* ;i/**>^tf>-£j& 

1H-NMR^ (CDC1 3 ) 8.76(1H, dd. J=4.6Hz. 1.7Hz), 7.64(1H. dd. J=8.3Hz. 

1.7Hz), 7.42(1H. dd, J=7.9Hz. 7.9Hz), 7.22(1H, dd. J=8.3Hz, 4.6Hz), 7.02 
(1H, dd, J=7.9Hz, 2.3Hz), 6.73(1H, d, J=7.9Hz), 6.71(1H, s), 4.70(2H, t, 
J=7.6Hz), 1.84(2H, br), 1.46(4H, br), 0.95(3H, t, J=6.9Hz) 

mm 5 

1 -(3 -^f-;W7*f-;w)-4-(3-^ h^rv7x^;l,)-l,2-yt Kn-2 
-**V- 1 , 8-t7f 'Jy>-3-*^'>^|5 

iH-NMR^ (CDCI3) 8.76(1H, dd, J=4.6Hz, 2.0Hz), 7.64(1H, dd, J=8.3Hz, 

2.0Hz), 7.42(1H, dd, J=7.9Hz, 7.9Hz), 7.22(1H, dd, J=8.3Hz, 4.6Hz), 7.02 
(1H, dd. J=8.3Hz, 2.0Hz), 6.76(1H. d. J=7.6Hz), 6.71(1H, d, J=2.0Hz), 
4.73(2H. t. J=7.9Hz), 3.82(3H. s), 1. 67-1. 84(3H, m), 1.06(6H, d. J=6.6Hz) 
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mm 6 

1 -(3-^>v***->:/-ntf*)-4-<3--> Ky7x-Jl/)- l, 2-v 
Kn- 2 -**v- 1 , 7f-'J v>- 3 -a/utf^BMJ'frjS 

1H-NMR$ (CDC1 3 ) 8.74(1H. dd, J=4.6Hz, 1.7Hz), 7. 62 (1H, dd, J=7.9Hz, 

1.7Hzh 7.43(1H, dd, J=7.9Hz, 7.9Hz), 7. 20-7. 37(5H, mK 7.21QH, dd, 
J=7.9Hz, 4.6HzK 7.02(1H, dd, J=7.9Hz, 2.6Hzh 6.60~6.75(2H, mK 4.87<2H, 
t, J=7.3Hz). 4.5K2H, sh 3.82(3H, sh 3.69(2H, t, J=5.9HzK 2.19(2H, dd, 
J=7.3Hz, 5.9Hz) 
##®I7 

l-yf;v-4-(3-ro^7x^v)-i, 2-ytKn-2-t^rV-l, 8 

- ± 7 f - d v y - 3 - * /ujK >®w>£j£ 

1H-NMR^ (CD3CI3) 8.78(1H, dd. J=4.6Hz, 1.7HzK 7. 56~7.64(2H. m)> 

7.39(1H, dd, J=7.9Hz, 7.9Hz), 7.33(1H, dd, J=2.0Hz, 1.7Hz), 7. 23-7. 28(1H, 
mK 7.13QH, d, J-7.6HzK 4.72(2H, t, J=7.6Hzh 1.77-1. 88 (2H, mK 1.45- 
1.58(2H, ra), 1.03(3H, t, J=7.3Hz). 

mms 

1 -7^;l/- 4 - (4 -7n* 7x-;p)- l,2-vHKD-2-t4v-l,8 
-t7f'Jy>-3-* 

1 t IWJUHC L T£j£ L fc D 
mp 1 5 8- 1 6 0*C 

mm 9 
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1 -7J-)l<- 4-(3-7;vtn7x-;l/)-l , 2 - Kn- 2 - V- 1 , 
8 - 1 7 f- U v > - 3 - # ;w-K>$o£-$ 

1H-NMR5 (DMSO-dg) 13.28(1H, brsh 8.71(1H, dd, J=4.6H2, 1.7HzK 7.56- 

7.64(2H, m), 7.21-7.40(4H, m), 4.47(2H, t, J=7.3HzK 1.69(2H, rah 1.39 
(2H, mK 0.96(3H, t, J=7.3Hz). 

mm 1 0 

N — ( 1 -^f;v-4-(2-^nn7x-^)-l, 2-vt: Vu-2-**V 
-l,7-t7f'Jy>-3-^;v) — N' -(2,4,6-h'J^f^7x-^)') 



1 -^f;v-4-(2-?on7x^)- l , Kn - 2 - **V - 1 , 7 

-t7f'Jy>-3-*^**>^3 1 5mg(lmmol), yyx^W^t'J^Ty 
K3 3 Omg(l. 2mmol);g.U f h 'J^f^T^ > 1 0 1 mg( 1 mmol)<£> 7 
^ K(DMF) 5mli§»^KT0. 5B#TO#&, 8 0-9 O'CKXO. 5 Bf F^WE 
LtZo St^2, 4, 6 - h U > 1 6 2mg(l. 2mmol) S^Dx-giSKTO. 

5 B#P^. 8 0-9 0t:KT2fl#r B 1tl#L£o ftgx^^tfffiU *ffi> 

#£x* J -;v-CIS*£ B B B LT, 3 5 0mg(0.78mmol)Mfe£Blt LT# 




Me 
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mp 22 2 - 2241C 

1H-NMR^ (CDCI3) 8.83(1H, sh 8.36(1H. d, J=5.3Hz), 7. 50-7. 54 (1H, m), 

7.38~7.43(3H, mh 7.02(1H, d, J=5.3HzK 6.93(1H, brs)> 6.62<0.5H, br), 
5.68(0.5H, br), 3.86(3H, brs)> 2.27(6H, brsK 2.05(3H, brs) 
IR(KBr) 1658, 1638, 1545, 1432cm-i 
1 1 

N-(l -^f-^-4 -(3 - 1: Ko^y7i-;v)- 1, 2-vfc Kn-2-** 
v- 1. 8-±7f-y v^-S-'OiO-N* -(2, 6 -iM V7 ff nbT;i/7x~;v) 




N- C 1 4 - (3-> ^->7x-;v)- l,2-/tKo-2-*^ 

V-l,8-t7f'Jy>-3-'f;v] -N' -(2, 6-vM V7 p nt>7x-;V) 
7^7 1 3 1 0rag(2. 7mmol)0^k>^l^>'2 Omlit$K N 0 TCKTH^ffc* 7 
*1. 7g(6. 7 5mnol)Sr»TU 6f$W$#L£ 0 fi&fn^SWc*t h U 7 A 7 Jtit 

A±-C|gjft Lfco jJETIIft, •> , J*y;i'A7A^D7^'77^-(3%>? 

Uit&bi: 8 3 0mg( 1. 7 6mmol)m&®Mt LT#£o 
rap 152-155t 

mm 1 2 



WO 98/23615 



48 



PCT/JP97/04276 



N- [l -■r^;v-4-|3-(3-v r ^f-;v7^ /^n^-»7a-;i'| - l , 
2 - y k K o - 2 - 1 V - 1 , 8 - 1 7 f J y > - 3 - ^ ) — N* -(2,6- 




N— 1 1 -7?-)l>-4 -(3 -t* KD + y7x^;V)- 1, 2-vt 
V- 1. 8--7-7^V v>-3--f;H -N* -(2,6->^77°nk>7x^;i/) 
7 1/7 2 0 0mg(0. 4mmolh »'J7A 1 6 6mg(l. 2mmolK 3 7lfc±HJ7 
A 5mg^DMF 1 0ml!^§$K, SrftKT 3 - v> ^;U7 ^ 7 7°n fc?;Vy- o ? K 
&$&6 3mg£2jDx., 6 0 ~ 7 OVKT 1 0mmmnL?z o 7X^7, ft 

*^A)filLt, *IMlfc£-tl£8 8mg(0. 1 5mmolM#£ 0 
iH-NMR^DMSO-de) 8.59(1H, d, J=3.3HzK 7.76(1H, sK 7.74(1H, s), 7.61 

(1H, d. J=6.6Hzk 7.38(1H, dd, J=7.6Hz, 7.6Hz), 7. 12-7. 26 (2H, mK 6.98— 
7.04(3H, mh 6. 85-6. 91(2H, m). 4.52(2H ( br), 3.99(2H. brt, J=6.9HzK 2.85 
-2.95(2H, m), 2.38(2H, t, J=6.9Hzh 1.82-1. 91(2H, mK 1. 65-1. 75(2H, m) 
, 1.37-1. 47 (2H, mh 0. 95-1. 00(15H, m) 

mm 1 3 

N- Cl ~(3-7*;W ^ K7nk»-4-(3-^ h * v7x-;V)- 1 , 2 
-y t Kn - 2 - i^f 7 - 1 , 8 ~t7f J y >- 3 - ^^) — N' -(2,6-v 
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^ 7 7°o kf;i/7x-;u)^ UTO&jfc 




N— [4 — ( 3 — > h*y7x^)-l, 2-vt Kd-2-^ + V-I, 8 — J- 
7f'Jy>-3-^V] — N* -(2,6-yMV7 t ne;i/7x-;V)-)l/72 0 0 
mg(0. 4 3mmolK N — ( 3 — 7*o-t 7*n fc?;v) 7 ^ S Kl 3 3mg(0. 5 Ommol) 
ODMF 1 Oml^tC^^ 'J-^Al 1 4mg(0. 8 3mmol) £t)D;^ 5 0 ~ 6 0 1C 

v h ?y 7 >r - ( 1 ~ 3 * y nn*;i/A)Tit$!lL^**>'Ti£ B B H 'ft;L 
THHHt^^ 2 9mg(0. 3 5mmol)#£ 0 
1H-NMR5 (CD3OD) 8.40(1H. dd, J=4.6Hz, 1.7Hz), 7.78~7.96(4H, mK 7.72 

(1H, dd, J=7.9Hz, 1.7Hz)> 7.48(1H, dd, J=8.2Hz, 7.9Hz), 7. 04-7. 27(5H, m) 
, 6.937.02(2H, m), 4.66-4.78(2H, m), 3.90(2H, t, J=6.9Hz), 3.87(3H, sK 
3.02(2H, sept, J=6.6Hz), 2. 17-2. 35(2H, m)> 1.13(12H, brd, J=6.6Hz) 

mm 1 4 

N- Cl -(3-k Kn^v7°n^;W-4-(3-> v7x-;i/)- l , 2 - 
y t K n - 2 - i + V - 1 , 8 - 1 7 f ; y V - 3 - ^ ;v ] -N' -(2,6-vM 
y7 1 atf;V7x-^) , 7l/7<7)M 
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Me 




(CH 2 ) 3 OH 



N- Cl -(3-^>v;i/^-^v7 p nt:;u)-4-(3-> h*->7x-;i/)- 1, 
2 - y H Kn - 2 - t^r V - 1 , 8 - f7f 'J y >- 3-^^) — N' —(2,6- 
V7 p nH Q ;V7i-;u)^l/7 1 . 3 lg(2. 1 2mmol)£>^* ^ 8 Oml&ifc 
K> 1 0%A7y-)^f 1 5 0mg^jDx.7K^#H^T, ^iSKT 3 B^ilft L 
fco 1 2N&@llml£iD;i, HK2SW**»H$CT\ gfflfcT 3B#IW*#Lfc 0 
■te^hfltiBU MJ±Tflt*i$L y';*m7A^nvf^77^(l-3% 
^^y-^/^on*A'A)-C|»«fr*«ft^«rl. 1 2g(2. 1 2mnol)fefc« 

1H-NMRS (CD 3 0D) 8.65(1H. dd, J=4.6Hz, 1.7Hz), 7.79(1H, dd, J=7.9Hz, 

1.7HzK 7.49(1H, dd, J=8.2Hz, 8.2Hzh 7. 05-7. 35 (5H, mh 6. 95-7. 04 (2H, m) 
> 4.79(2H, t, J=7.3Hzh 3.87(3H, s)> 3.71(2H, t, J=6.3HzK 3.03(2H, sept, 
J=6.3HzK 2.10(2H. m), 1.15(12H, brd, J=6.3Hz) 

N— C 1 - (3-^f-^rf-^)-4-(3-t Kn + v7i-;w)- 1, 2-vfc 
Kn-2-**V- I. 8-^*7f-yy>-3-'f^] -N* -(2, 6 -vM 77° 




(CH 2 ) 2 CH(CH3) 2 
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##0!ll 1 tmm^LX, N- (l-(3->^;U7*^^)-4-(3-^ h+y 
7x-;v)- l , 2 -yd Kn- 2-**7- 1 , 8 7^'J v>- 3 -4 - 
N ' - ( 2 , 6 - V 7°o kT/u 7 x - )V) 7 1/ 7 d» h Ml*fc£» L £• 

1H-NMR5 (DMSO-de) 9.52(1H, sh 7.71(1H, d, J=6.3HzK 7.43(1H, dd, 

J=8.3Hz, 7.9Hzh 7.71(2H, brsh 7.63(1H, dd, J=7.9Hz, 1.7Hz), 7.23 ~~ 
7.30(2H, m), 7.15(1H, t, J=7.3Hzh 7.04(2H, d, J=7.3Hz), 6.85(1H, dd, 
J=7.9Hz, 1.7Hz)> 6.72~6.77(3H, mK 4.54(2H, t, J=7.3HzK 2.95(2H. sept, 
J=6.6Hz) > 1.59—1. 74(3H. mk 0. 99~1.05(18H, m). 

N— C 1 - (3 - ^f;U7f;v) - 4 - |3 - (2 --7xf-;V7 5 /x ^v)7z 
-;vf - 1 , 2 - y b K n - 2 - 1 V - 1 , 8 - 1 7 f 'J y > - 3 - ^ ;v ] -N* 
- ( 2 , 6 - 7 7*a t: )V y x -;!✓) 7 V7^M 




(CH 2 ) 2 CH(CH3)2 



##$ll 2t[WM£KLT, N- (1 -(3-^^;i/7^;w)-4-(3-ti Kn* 
v7x^;l/)- 1, 2-vfc KD-2-i+7-l,8-t7f'Jy>-3-'f^ 
— N' -(2, 6 -v>f 7 7ne;i/7x-;v)7 U7J: 2-y'xf;V7? 7xf;^ 

1H-NMR^(CD 3 0D) 8.59(1H, brsk 7.71(1H, d, J=6.3Hzk 7.43(1H, dd, 
J=8.3Hz. 7.9Hzk 7.05 ~7.20(5H, mh 6.97(2H, brsh 4.64(2H, mh 4.13(2H, 
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mh 2.90-3.0K4H, m)> 2.63-2. 69(2H, mK 1.69-1. 80(3H, mK 1.03-1.11 

(24H, m). 

HWJ3 

N— [1 ->f vyf-;U-4 -(3 h^rv7i-;l/)- l,2-ytKo-2- 
**V- 1 , 8 — *-7f-U v>- 3 ->f ;V0 -N' - ( 2 , 6 - v-Y V 7*n tf;U7 x 



N— C 4 — ( 3 — ^ f^fy7i-;V)-l, 2-ytKo-2-t^fV-l,8-t 
7f'Jy>-3-^;v) — N' - ( 2 , 6 - yM V 7° d t' ;u 7 x - ;v ) ^ V 7 1 0 0 
mg(0.2 lramol')^DMF5ml?#^tC^*';7Al. 3 9g(l 0. 1 mraol) 3 -7 ft* 
U7A1 0mg(0. 0 7mmolK 1 -7*n-t- 2 ^;i/7°n/N-y 5 8mg( 0 . 4 3 

5A^U7 ^*77^ -(1 -3%^ ^ y - n D * A'AjTHSltlfift* 

7 lmg(0. 1 3mmol)#£ 0 
J H-NMR 8 (CD 3 0D) 8.6K1H, dd. J=4.6Hz, 1.7HzK 7.76(1H, dd, J=7.9Hz. 

1.7Hzh 7.49(1H. dd, J=8.3Hz, 8.2Hz), 6.93 ~7.30(7H, mK 4.56(2H, d, 
J=7.6HzK 3.87(3H, sK 2.90-3. 10(2H, m)> 2. 30-2. 52 (1H, m)> 1.15(12H, d, 
J=6.6HzK 1.03(6H. d. J=6.6Hz). 



Me 




CH2CH(CH3)2 
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N- ( 1 ~(Z-*1-)V- 2 -rr-^)-4-(3-> h * v7x-;V)- 1 , 2 
-V\L Kn-2-t + V-l ) 8-t7f'Jy>-3-'f^ — N' -(2, 6-v 




CH 2 CH=C(CH 3 ) 2 

HWJ3 t|B|»HtTs N- (4-(3-^h+v7x-;v)-l ( 2-ytKn 
-2-**7- 1. 8-t7f'J^>-3-^f;V) -N' -(2, VT'ntf 
;i/ 7 x - ;v) 7 v 7 1 4 - 7* n - 2 - * 2 - 7*r hBBit^ 

ItZo 

W-MRS (CD 3 0D) 8.63(1H. dd, J=4.3Hz, 1.7Hz), 7.75(1H, dd, J=7.9Hz, 

1.7HzK 7.49(1H, dd, J=8.6Hz, 7.9HzK 6.90 ~7.30(7H, mh 5.36~5.50(1H, 
m), 5.26~5.36(2H, m), 3.87(3H, sK 2.95-3. 15(2H, m), 2.01(3H, s)> 1.75 
(3H, s)> 1.15(12H, d, J=6.6Hz). 
«$I5 

N— [l - (4-^f-;^>f-;v)-4-(3-p« f^v7x-;v) - 1, 2-yb 
Kn-2-**7-l, 8-t7f'Jy>-3-^;V] -N' -( 2 . 6 -SM 77° 
n ii )V y x ^. ;v) 7 7 




(CH 2 )3CH(CH 3 )2 
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mmm3 tmmzLx, n- (4-(3-^h*v7x^)-i,2-vfcKo 

-2-**7- 1, &- + 7^'J V>-3->()V) — N' -{2, 6 -vM V/nf 

1H-NMR S (CD 3 0D) 8.63(1H, dd, J=4.6Hz, 1.7HzK 7.75(1H, dd, J=8.2Hz, 

1.9Hz), 7.48(1H, dd, J=8.2Hz. 7.9HzK 6.90 ~7.30(7H, mh 4. 53-4. 70(2H, 
n»K 3.87(3H, s), 2. 90-3. 10(2H, m)> 1.76~1.95(2H, m), 1.60~1.75(1H, m), 
1.30~1.50(2H, mK 1.15(12H, d, J=6.3HzK 0.97(6H, d, J=6.6Hz). 

mmm 6 

N- [l -7^;i/-4-[3-|2-(i -t:^7y-;v)if^y| 7x-;i/|- 
1 , 2-vfc Kn-2-**V- 1, 8— j"7f-'J v>-3 ->f ^] -N' -(2,6 

(a) N- (1 -7f-;V-4-[3- |2 -(4- t e r t -7* Y *->a/U*K-/l/- 
1 - tf^9 v-;V)x h^rv| 7i-;H- 1, 2-vfc Ku-2-**V- 1,8- 
t7f'Jy>-3-^^] -N* -(2, 6-vW 7 7°n fc>7 x^;u) 7 l^TO^- 




(CH2)3CH3 



##0fll 2£R»fcLT\ N— C4 -(3 — H Kn*v7x-;v)- 1 , 2-vt 
Ko-2-**V- 1, B-*7f-V ify-Z-JW — N' -(2,6-^77° 
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ntf;V7i-;i/)-)l/7i: 1 - t e r t -rF^y^l/«-4-(2-^nox 

IH-NMR^ (CD 3 OD) 8.63(1H, dd, J=4.6Hz, 1.7Hzh 7.75(1H, dd, J=7.9Hz, 

1.7HzK 7.47UH. dd, J=8.2Hz, 7.9HzK 7.04 - 7.30(5H, n»K 6.93-7. 04(2H, m) 
, 4.60-4.73(2H, mK 4.05-4. 10(2H, m), 3.38~3.53(4H, mh 2. 92-3. 10(2H. 
mh 2.55~2.68(2H ( m), 2. 36-2. 54(4H, m), 1.95-2. 10(2H, m) ^ 1.70-1.90 
(2H, mK 1.45-1. 62(2H, mh 1.49(9H, s), 1.15(12H, d, J=6.6HzK 1.05(3H, 
t, J=7.3Hz). 

(b) N- [l-r^;l/-4-[3-|2-(l-^7v-;V)xb^v| 

;V ] - 1 , 2 - y H K o - 2 - 1 V - 1 , 8 - 1 7 f J y > - 3 - 'f ;H — N' - 
(2, 6 -*J<i V7'D^;V7x-^)')l/70M 



N- Cl -7*^^-4-[3- I 2 — ( 4 — t e r t -7*h*v#;V**-^- 1 - 



iH; v>-3 — N' -(2,6-y^V7nt:>7x^)^U72 6iiig 
(0.0 3 5mraol)(7)^'fk>^^> 5ml«^ h 'J 7;l/*ngf=g& iml( 1 3mmol)£tJD 

m^2mrmnL/zo «£met@*&, ^^5%7>^-77X5 omi 



H 




e^7y-;V)xh^y| 7x-;V]- l, 2-yt Kn-2-**V- 1 , 8-t7 
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*A)?««LTMHb*»fc 1 3mg(0. 2 Oramol)f#fco 
J H-NMR S (CD 3 0D) 8.65UH. dd. J=4.6Hz, 1.7HzK 7.76(1H, dd, J=7.9Hz, 

1.7Hz), 7.48(1H, dd, J=8.3Hz, 8.2HzK 7.17 ~7.30(2H. m), 7.04-7. 16(3H, 
mK 6.95~7.02(2H, mK 4. 60-4. 73(2H, mh 4.00-4. 18(2H, mh 2.98-3.10 
(2H, m)> 2.85-2.97(4H, mh 2.40-2. 68(7H, m)> 1. 96-2. 13(2H, m), 1.72- 
1.92C2H, mK 1.46-1. 64(2H, m), 1.15(12H. brd, J=6.6Hz)> 1.06(3H, t, 
J=7.3Hz). 

N— ( 1 -7*f-;W- 4 -(3 Ky7x-^)-l , 2-yt Ktr- 2 
V-l,8-t7f'Jy>-3->f^ — N' -(2,4,6-h';7;VtD7x-;V 
1/7 



###Jl Oi|Wj^t-LT, 1 -7f-;V-4-(3-^ h4rv7i-;V)-l, 2- 
vt: KD- 2 -Jj-*V- 1 , 8 -i-7f-') Vy-2-ii)V#yWit2, 4, 6 - h } ) 

mp 1 8 9- 1 9 Ot: 

N— (1 -(4-^>r-;U)-4-(3 }>*v7x~;v)- 1, 2-vfc Kn 
-2-t + 7-l,8-t7f'Jv>-3-'f;l'] -N' -(2. 6 -V4 77°n t: 
^7x-;i/)71/7^ 



Me 




(CH2)3CH3 
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(CH 2 ) 3 CH=CH 2 



$ktm3 tmtikfcLXs N- C4 — (3 — > Kv7x^)- 1, Kn 
-2-**7- 1 . 8 -i-yf-') VV-Z -4)V\ -N* -(2, 6-vM vyne 

1H-NMR5 (CD 3 0D) 8.64(1H. dd, J=4.6Hz, 1.7Hz)> 7.77(1H, dd. J=8.3Hz, 

2.0Hz), 7.49UH. dd, J=8.3Hz, 7.9Hz), 7.05 -7.30(5H, mK 6. 95~7.02<2H, 
mK 5.85-6.05QH, m), 5.08-5.20(lH, m)> 4. 96-5. 09 (1H, m), 4.63-4.75 
(2H, m), 3.87(3H, s)> 2. 59-3. 13 (2H, m), 2. 16-2. 37(2H, m), 1.82-2.05(2H, 
m), 1.15(12H, brd, J=5.9Hz). 
H»J9 

N- (l-(2-7x7^yxf;v)-4-(3-> Kv7x-jV)- 1, 2-v 
KD- 2 -**7- 1 , 8 -t7f'J v>- 3 -'frtO -N' -(2,6-vVV 
yn tf;i/ 7 x - )V) V 7 <D&WL 




N — C 4 — ( 3 — ^ Kv7x-;v)- l, 2-yt - 1, 8-^ 
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7f'Jv>-3-f^ -N' -(2, vyn^7x-^)-)l/75 0 0 

mg(l . 0 6mmol)ODMF 1 Oml&iSK, /)-7"nt7x^ h-;l/2 5 6mg(l . 2 
8mmolK RBkli V 4 lmg(3. 1 9mmol) £inx., 4 0-5 OtCt 1 OUFI 

ffiBfcv * v 7 A ±"Cftii t £ e SETlii y'J*W7A^D7l<77 
7 4 -(1 ~3%> */-;v/?an*^A)T*ffifgU x-r;i^ B B B <fc LT^M 
It^t/Sr 4 4 6rag(0 . 7 7 mmol LT*#£ 0 

mp 1 6 8- 1 6 9. 5TC 
HMtf!) 1 0 

N- (1 -7*?-^-4-|3-(3->f-;V7^yyn**v)7i-;M -1,2 
-vtKn-2-t^V-l 1 8-t7f'Jy>-3-'f;v] — N' -(2,6-v 

(a) N- Cl-7*f-;l/-4-[3-|3-(N- t e r t-7*h^rv*^^-^- 
N-^;l/7S 7)7°n*-*v| 7i-iV]- 1, 2-vfc Kn-2 -**7- 1 , 8 
-t7f'Jy>-3-'f;l') -N' -(2, 6-vW7°ne;i/7x-;l/)7W70 




(CH 2 ) 3 CH 3 



1 2 tlwPltKLT, N- (4-(3-fc Kndrv7x-^)- 1 , 2 -yt 
KD-2-^ + V-1.8--f7^';v>-3--f;V) -N' -<2,6-$MV7* 
o tf;W7x-;i/)7 U7t(N- t e r t - 7 h * v* N- ^ ^7 ^ 7 
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1H-NMR* (CD 3 0D) 8.64(1H, dd, J=4.6Hz, 1.7Hz), 7.70 -7.80(1H, m), 7.48 

<1H, dd, J=8.3Hz, 7.9HzK 7.16 -7.18(2H, mh 7.04-7. 16(3H, m)> 6.97- 
7.03(2H, m), 4.60-4.73(2H, m), 3.98-4. 13 (2H. mK 3.40-3. 55(2H, m), 2.95 
~3.11(2H, m), 2.90(3H, m)> 1.97-2. 12 (2H. mh 1. 73-1. 90(2H. m)> 1.45- 
1.60(2H, mh 1.45(9H, sh 1.15Q2H, d ( J=6.6Hzh 1.06(3H, t, J=7.6Hz). 

(b) N- Ci--/^^-4-|3-(3-^^;v7<y7°n^^v)7x-;i/l - 

1, 2-/H Ka-2-**7- 1, 8-t7f'J s Jy-Z-4 /U) — N' -(2,6 




(CH2)3CH3 



^»J6 (b)iTOtCLTN- Cl -7*^^-4 -[3-13 -(N- t e r t - 
7*h*v#;w**-;w-N->^/V7^y)7n*°i!rv| 7x-;v]-i, 2->'n K 
n-2-**V- 1, 8-^7?-'j -?>-3->TA0 -N' -(2 , 6 -vM 7 7*n 

1H-NMR^ (DMSO-de) 8.61(1H, dd, J=4.6Hz, 1.7Hz), 7.76(2H, brsh 7.55 - 

7.65UH. mh 7.39(1H, dd, J=8.3Hz, 7.9Hzh 7.25(1H, dd, J=7.6Hz, 4.6Hz)> 
7. 10-7. 19 (1H, ra), 6.96~7.08(3H, mh 6. 85-6. 94 (2H. mh 4.42~4.60(2H, m) 
, 3.90~4.10(2H, mh 2.80~3.O0(2H, mh 2.68(2H, t, J=6.9Hzh 2.32(3H, s) 
, 1.82-1.98(2H, mh 1.60-1.80<2H, mh 1.30-1.53(2H, mh 1.02(12H, brs) 
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, 0.96(3H, d. J=7.3Hz). 

mm 1 1 

N- (1 -7*^-4-(3-fc KoJry7x-;v)-l, 2 -v?fc Kn-2-* 
+ V-l ) 8-t7f , Jy>-3-'f^) -N' -(2,4,6-f'J.7;Vtn7x- 

(CH2)3CH3 

IMWllURfliKU, N- (l-W-4-(3-^f^y7x-;v)- 
,2-yHKD-2-t^7-l,8-t7f'J^V-3-'f^ — N' -(2,4, 

iH-NMR(5 (CDgOD) 8.62(lH, dd, J=4.6Hz, 2.0Hz), 7.74(1H, dd, J=7.9Hz, 

2.0Hz), 7.34(lH, dd, J=7.9Hz, 7.9HzK 7.20 ~-7.24(lH, m), 6.78~6.92(5H, 
m), 4.62(2H, t. J=7.6Hz). 1. 72-1. 81 (2H, m), 1.42-1. 52(2H, m), 1.0K3H, 
t, J=7.3Hz). 

nnm 1 2 

N- Cl-7*f-;V-4-|3-(2-vx^;V75/^h^v)7x-;V| -1, 
->'liKD-2-^ + 7-l,8-t7f'Jy>-3-'f^ — N' -(2,4,6 
h 'J 7;i'tn7x-;i')^l/70M 




WO 98/23615 PCT/JP97/04276 




(CH 2 ) 3 CH 3 

1 2 tmm-LX, N- [1 -7*)l>-4 -(3-t Kndp->7x-;i/)- 
l,2-ytKn-2-t + V-l,8-t7f'JyV-3-'f;V] -N* -(2,4 

mp 13 2-1 35V 

mtm 1 3 

N- ( l -rf ;v- 4 - 13 - (2 - y^ vyn ^vj 5 / x ^y)7x-;V| 
- 1. 2-vfc Ka-2-**V- 1, 8-t7^V 9 J>- 3-4*1 -N' -(2, 
6 -SM V7 , Dt>7x-^)')l/r^ 




(CH 2 ) 3 CH 3 

###J 1 2 tm&KLX, N- (l-7*f;v-4-(3-tKn^y7xx;i/)- 
1 , 2 - yd KD - 2 - t^rV - 1 , 8 -f 7f 'J y> - 3 - ^V) — N* -(2,6 
-vM v 7°n tf;W7i-;v) 7 U7i 2 -iM 7 7a tf;i>7$ Mf^^n 54 K 

1H-NMR5 (DMSO-de) 8.60(1H, dd, J=4.6Hz, 1.7Hz), 7.68 ~7.80(2H, m), 7.55 
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~7.65(1H, mK 7.39(1H, dd, J=7.9Hz, 7.9Hzh 7.24(1H, dd, J=8.3Hz, 5.0Hz) 
. 7.09 ~7.19(1H, mh 6.97-7. 08(3H, mK 6. 82-6. 97(2H. m), 4.44-4.58(2H, 
m), 3.75-3.98(2H, mK 2. 83~3.09(4H, m)> 2.70~2.82(2H, m), 1.60-1.80 
(2H, m). 1.30-1. 52 (2H, m), 0.80-1. 17 (27H, m). 

mmm 1 4 

N- [1 - (2-^^^-2-7°o^-;u)-4-(3-^ ^v7x^) - 1, 
Kn-2-**7- 1, 8-t7f Jv>-3-^;V] — N' -(2,6- 




###ll 3 tmmKLX, N— (4-(3-^ F^«>7x^)-l,2-^t K 
o-2-t + V-l,8-t7f'Jy>-3-^V] — N' -(2, 6 -vM 77 P n 
fc?;u 7 x 7 v 7 £ 3 - 7 n * - 2 ^ f-;vyn ^ ^H-ffc^*^ L 
tz 0 

W-MRS (DMSO-dg) 8.56(1H, dd, J=4.6Hz, 1.9HzK 7.76(1H, brsk 7.73(1H, 

brsh 7.64(1H, dd, J=7.9Hz, 1.7Hz), 7.42(1H, dd, J=8.3Hz, 8.3Hz), 7.24(1H, 
dd, J=7.9Hz, 4.6Hz). 7.10 ~7.20(1H, mk 6. 88-7. 09 (5H, m), 5.04(2H. brs) 
. 4.74(1H, brs), 4.41(1H, brs), 3.78(3H, sK 2.84-3.02(2H, in), 1.83(3H, 
brs). 0.80~1.20(12H, m). 
#dfc#!)15 

N— [1 -W-4-(3-7 , ot7x-;v) - l, Ko-2-**V 
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- 1, 8-^7^'J yy-3-4)V] -N' -(2,6-vVV/Dt>7x^)^ 



#fMl OfclWULT, l-W-4-(3-7'n^7x-;i,)-i, 2-v 
KD-2-**V-l, 8-^7f-V v>- 3 -#;l/**>^£ 2, 6-^77*0 

mp 2 0 8 - 2 1 0*C 

■mm 1 6 

N- [1 -y^D7'ne;Mf;v-4-(3-^ f^>7x^)-l,2-^ 
Kn-2-* 4 *V-l. 8-t7f;y>-3-^f;l/) — N' -(2,6-^77* 



N- C 4 - ( 3 Kv7x^;l/)- l,2-ytKD-2-^^7-l,8-t 
v>- 3 ->f A/) -N' -(2,6-y^7yDt>7x-;l/)71/74 0 0 
mg(0. 8 5nmoi)ODMF 1 OmlfeWLKfcM* V 7 A 1 4 1 mg( 1 . 0 2mmolK 3 7 

V 7 A 2 8mg(0. 1 7mmolK (7*nt>f ji/jy^oyn^y l 3 8mg( 1 . 0 
2mmol)$rin£> 4 0-5 OICKT 1 OB#W»#L;fco *K3»t, Bflfci 
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Till, ->'J*W7A^n7f^77^(l%^;-;i//^DD*;^) 
tIM, i-T;V-e^ B B H fbLT^M<t^^ 3 5 4mg(0. 6 7mmol)te^ B H B i: 

mp 1 9 0 - 1 9 0 . 5 *C 
H»J 1 7 

N— [1 -7^;W-4-[3- |2-(N-^>'v;V-N-x^;V7^y)xh^ 
v| 7x-;v]-l,2-yt Kn-2-.**V-l, 8 -7^7^'; ^v- 3 ->f 
;v] -N* -(2, 6 V7'ofc , ^7i-;v)')l/70M 



N- [l-7f-;V-4-(3-b KD + y7x^)-l, 2-vfc Kn-2-* 
^7-l,8-t7f , Jy>-3-^;v) — N' -(2, 6-SM 7 7 p ot:>7x- 
;V)"7l/7 2 0 Omg(0. 3 9 mmol)<7>DM S 0 8 ml i&iftfc, 2 -(N-'Ov^-N 
-xf;V7^)xf;^D7'f K&Sfc&l 8 2mg(0. 7 8nmolK * V *7A 
t e r t-7KvKl 3 2mg(l. 1 7nmol) fctnx., giST? 5 ftNUKft L£o 

ftjRLfco MJETiiHf^ y'J*m7A7nYf^7 7^(A^y/K 
ifJH/l)«LrlM^^2 1 8mg(0. 3 2mmol)*#£ 0 
ttifctt 1H-NMR5 (DMSO-de) 11.51(1H, brs), 8.62(1H. dd. J=4.6Hz, 1.7Hz), 
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7.78~7.90(2H, m)> 7.55-7. 70(3H, mh 7.22~7.32(1H, m)> 6.90~7.20(6H, m) 
, 4.46~4.60(2H, mK 4. 30-4.45(4H, mh 3.32-3.60(2H, m), 3.05~3.25(2H, 
mK 2.78-3.02(2H, m), 1.6O~1.80(2H, mh 1. 34—1. 42 (2H, nih 1.27(3H, t, 
J=7.3Hz), 0.80-1. 15 (15H, m). 

mmm 1 8 

N- Ci -rf-^-4-l3-(2-xf-;w7 5/xb^>')7x-;H -1,2- 
y t Kd - 2 - 1 V - 1 , 8 - 1 7f U y > - 3 - 'f ;V) — N* -(2,6-vM 
v 7°n n>7x- ;v) >)l/7 



N- Cl -7*^^-4-[3-|2-(N-^>v;V-N-xf-;V7^y)ih^r 
v| 7x-;u]- 1 , 2 - vt Ko-2-t^rV- 1, 8 -i- 7f- V v>- 3 -4 
AO -N' -(2, 6 -vM V7°ne;i/7x-;u)7 V7 1 2 9mg(0. 1 9 lmo\)<D 
1 Oml^tC 1 2 N^^K^lmK 1 0%^*7^^A/^2 1 Omg 

(1 0%^ ^/-A/^nn^;i,A)-effi^tT#M'fb^^6 3mg(0. 1 Ommol) 
ikMit m-WR8 (DMSO-de) 8.80(2H, brs), 8.58 -8.66(1H, mh 7.85(1H, 




(CH 2 ) 3 CH 3 
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brsh 7.82UH. brsh 7. 57-7. 65(1H, mh 7.44(1H, dd, J=8.9Hz, 7.5Hz), 7.22 
-7.31(1H, mh 6.90-7.20(6H, m), 4.43-4.60(2H, mK 4. 15-4. 30(2H, mK 
2.75-3.10(4H, m), 1.60-1. 80(2H, mh 1.30-1.54(2H, m)> 1.18(3H, t, 
J=7.3HzK 0.90—1. 15(15H. m). 

nmm 1 9 

N— [ l-7*)V-4 -|3 —(3 -fc Kn*y- 1 -7°nkL*-;i/)7x-;H - 
l,2-ybKn-2-t^y-l,8-t7f'Jv>-3-^;V] -N' -(2,6 



N- (1 -yf^-4-(3-yDt7xz;i/)-i, Kn-2-**V 
-l,8-t7f'Jv>-3-^l/j — N' -(2. 6 -vV V7°o tf;U7i-;V)'7 
1/7 5 7 5mg( ImmolK yn/^V^T^n-^l 6 8mg( 3mmoi)> 3^tf(I) 
3 8mg(0. 2mmolK h V 7 x-;V7 * Z 7 4 > 5 2mg( 0 . 2mmolK fcf *( 
7x-^7*^7-f >)^7^7A(I l)?U7 4 Kl 4mg(0. 0 2mmol)> h x 
^7S>5mk 7-t h-h V;V5mlO^%^5B#Fp^Q^®^t7^o r 

A7i^OY^77^ (^^*>/^xf;i- 7 / 3 ~ 5 / 5 )T*fS§8f^ M 
K , ii?D7^77^Kfy f - * 5 / 5 ) -?ftm I xWMit-a^o 
il 6mg(0. 0 3mmol)#7to 




(CH 2 ) 3 CH 3 
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] H-NMR 8 (CD 3 0D) 8.60(1H. dd, J=4.6Hz, 1.7Hz), 7. 66(1H. dd, J=7.9Hz, 

1.7HzK 7.49 ~7.56(3H, m), 7.37(1H, d. J=7.3Hzh 7. 15-7. 23(2H, mh 
7.07(2H, d, J=7.3Hzh 4.64(2H, t, J=7.6Hz), 4.39(2H, sh 2.91(2H, brK 
1.74 ~1.85(2H, m), 1.46-1. 54(2H, m), 1.10(12H, d, J=6.9Hzh 1.02(3H. t, 
J=7.3Hz). 

mmm 20 

N- [1 j3-(3-H KD + v"/oif;i/)7i-;V} -1,2-v 

tiKa-2-t + V-l,8-t7f'Jy>-3->f;l'] -N' -(2.6-v-fV 



N- [1 4 - 13 -(3 -b Kn*v- 1 --?u\Z~)V)7 3.=-)\>\ - 

1 , 2 - y t: Ko - 2 - t + V - 1 , 8 - t 7f J v> - 3 - — N* -(2,6 
-yMv7nt>7x-;H7U7 1 Omg(0. 0 2mmol)0^ ^ y-;V3ml^K, 
^7>^-^A 5mg(0. 0 8mmol), 1 0 %'*y V*) 5mg^Jnx.> 5B# 

aue&. ii^o-7f^77^- (^^t>/^xfjv 5 / 5 ) x~mmLxmm<t 

£-«6mg(0. 0 2mmolM#£ 0 
mp 1 8 8 - 1 8 9*C 

mmw2 1 




(CH 2 ) 3 CH 3 
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N- ( 1 -rf-;V-4 - 13 -(3 -vx^;i/j5 J - 1 -7°n b*-;P)7x- 
M - 1, Kn-2-**V- 1, 8-t7f'JyV-3-^V] -N' - 

(2, 6-vMvynt>7x-;l/)')l/70M 



N- C 1 -71-)\>- 4 -(3 -7*n* 7x-;P)- 1 , 2-vt Kn-2-**V 
-l,8-t7f l Jy>-3-^;v) -N* -(2,6-y*'f7 7 c nif^7x-;v)7 
1/74. 6g(8mmolK 3 - vx?-;l/7 5 7 - 1 -7°n fc 0 > 2 . 6 7g(2 4mmolK 3 
•Mbfli(I) 1 2 2mg(0. 6 4mmolK h V 7x-;V7*^7>f V3 3 5mg(l . 2 8 
mmolK 1 0%^7y'7A/^|3 3 6mg, h V if^7 5 > 3 OmU 7-fe h - h 
■J*3 0mk DMF3 Omltf>fI£-%£ 6 ^NIAD^Sft Ltz 0 Wfc&, ^7^11 
U ««fc«ETifc*iLfco »a*ft»xf-/U5 0 OmlK»#U *«U 0. 5N 

fco «ET«$8&. •>'J*W7i^D7f^77^(0~4%^yHV/ 

^DD*)PA)tllLt«^i^3.0 5g(5. 0mmol)#£ 0 
1H-NMR5 (CD 3 0D) 8.60(1H, d, J=3.3Hz), 7.06 -7.68(9H, m), 4.64(2H, t, 

J=7.6HzK 3.66(2H, sK 2.85(2H, mh 2.66(4H, q, J=7.3HzK 1. 74-1. 82 (2H, 
mh 1.43~1.54(2H, mK 1.09-1. 14(18H, m), 1.02(3H. t, J=7.3Hz). 



N- C 1 -7*^;w- 4 - 13 -(3 - vx^;i/7 = y 7 e ne;v)7x-;i/| -1,2 
-vfc Kn-2-**V- 1, 8-t7f-Vi;>-3-^^ -N" -(2,6-v 




■MM 2 2 
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(CH 3 CH 2 )2N(CH2)3- 




(CH 2 ) 3 CH 3 



HJfc0l2 0 tmm^LXN- (1 -7^-4- |3-(3-vx^;V7^y-l 
-7 e otf-;u)7jL^;l/( - 1, 2-vfc Kn-2-**7- 1 , 8-t7f'Jy> 
-3-^/10 -N' -(2, 6 -V4 ±-)V)^V7frh%.mit&m* 

1H-NMR<J(CD 3 0D) 8.60(1H, dd, J=4.6Hz. 1.7Hz), 7.71(1H, dd, J=7.9Hz, 

1.7Hz), 7.47(1H, dd. J=7.9Hz, 7.6Hz), 7.35(1H, d, J=7.9Hz), 7.07 -7.26 
(6H, ra), 4.65(2H, t. J=7.6Hz), 3.02(2H, br), 2.73 -2.93(8H, m), 1.89- 
2.02(2H. ra), 1. 74-1. 86(2H. m), 1.45-1.56(2H, m), 0.99-1. 19(21H, m). 

£OB#, N- (l-7'f;v-4-(3-ynt:>7x-;v)-l 1 2-yliKo- 
2-*4rV-l, 8-t7f'Jy>-3->f;i'] -N' -(2,6-^7^^/1/ 
7x-;i/)l/7i4^U, 



1H-NMR5(CD 3 0D) 8.59(1H, d, J=4.6Hz), 7.55 -7.68(2H, m), 7.44(1H. dd. 
J=8.3Hz. 7.6Hz), 7.32(1H. d. J=7.6Hz), 7.07-7.23(5H. m), 4.63(2H, t. 
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J=7.6Hzh 2.98(2H, br), 2.68(2H, t, J=7.6Hz), 1.66 ~1.79(4H, m), 1.45- 
1.54(2H, m), 1.10U2H, d, J=6.9Hzh 1.02(3H. t, J=7.3Hz), 0.98(3H, t, 
J=7.3Hz). 
MMm2 3 

N— ( 1 - (N, N - y xf ;vt 5 / * f ;v) - 4 - ( 3 - > Kv7i 
1, 2-y't Kn- 2 -**7- 1 , 8 -^7^'J ¥>- 3 -4 )V) -N' 
-(2, V7*ofcr/l/7x-/l0'7l'7O£-J5fc 




CH 2 CON(CH 2 CH3)2 



H»J1 6 t[W)*£KLTN- C4-(3-p{ 1^>7 x^;V) - 1 , 2-y't Ko 
-2-**V- 1, 8-t7f-'J v^-3-W;v] -N' -(2,6-vWT'ne 

IR(KBr) 2996, 1662, 1597, 1537, 1486cm-i 
4 

N- [ 1 - (2 - ^;V7°nk:»-4-(3 - t: Kn^v7x-fl/)- 1 , 2-v 
t: Kn-2-**V- 1, 8— J-7f-U v>-3-^;i/| -N' -(2,6-vMV 
7°n fcf;V 7 x - ;W) 7 7 (D&fi. 
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CH 2 CH(CH 3 ) 2 



1 tmm-LX, N— Cl -(2-^f-;U7 p ne;v)-4-(3-> 
•>7x^;v)- 1, 2-yt Ko-2-**7-l, 8 -t7f 'J v >- 3 - 4 AO 
-N* -(2, V7 p De;P7x-;v)>>^T^^aM'fb^*^tfv:o 
1H-NMR5 (CD 3 0D) 8.62(1H. dd, J=4.6Hz, 1.6Hz), 7.78(1H, dd, J=7.9Hz, 

1.7HzK 7.39(1H, dd, J=7.9Hz, 7.6Hz)> 7.10 ~7.30(4H, m), 6.80~7.00(3H, 
m), 4.55(2H, d. J=7.6Hz)> 2, 95-3. 15 (2H. m), 2.30~2.55(1H, m), 1.10- 
1.30U2H. m), 1.03(6H, d, J=6.9Hz). 

mmm 2 5 

N— [1 -(4-^f L ;^>^ L ;v)-4-(3-Ti Kn*->7xiM- 1. 2-v 
kKa-2-t^fV-l,8-t7f'JyV-3-^l') -N' -(2,6-SMV 
7*13 tf;i/7x-;v)^ i/7^)S 




(CH 2 ) 3 CH(CH3)2 



###]1 1 fcRfilfcLT, N- (l-(4-^f-;^>f-;W)-4-(3-^ 
•>7x-)V)- 1, 2-y'H Kn-2-**V-l. 8 -* 7f-V v>- 3 -4 AO 
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iH-NMRS (CD3OD) 8.64(1H, dd, J=4.6Hz, 2.0Hz), 7.78(1H, dd, J=7.9Hz, 

1.7HzK 7.39(1H, dd, J=8.2Hz, 7.6HzK 7.18 ~7.30(2H, m). 7. 08-7. 15(2H, 
m), 6.80~7.O0(3H, mh 4. 56-4. 70(2H, mh 3. 00-3. 15(2H, m), 1.75-1.93 
(2H, mh 1.60-1.74(1H, mh 1.32-1. 50(2H, mh 1.05-1. 30(12H, mh 0.98 
(6H, d, J=6.3Hz). 

mmm 2 6 

N— C 1 — ( 2 — > f^yn tf;v)- 4 - 1 3 - ( 2 -yxf;l/7 Ux^y) 
7x-;M - 1, 2-vti Kn-2-**V- 1, 8-t7^'J v>-3-^;) - 
N' -(2, 6-V'fy7 , nt , ;V7xx;v)^i/7oM 




CH 2 CH(CH 3 ) 2 



###Jl 2 £|e]*|KLT, N— [1 -(2-^f-;i/7°nf ;v)-4-(3-fc Kn 
^->7x-iV)- 1, 2-vt Kn-2-**V- 1, 8 -^7^'j v>- 3 -4 
-N* (2, 6 -v'f VfuMfr-y j^;v)7W7£ 2-yif;V7< ;if^ 

iH-NMR^ (DMSO-dg) 10.41(1H, brsh 8.60(1H, dd, J=4.6Hz, 1.7Hzh 

7.85(2H. brsh 7.61(1H, dd, J=8.2Hz. 1.7Hzh 7.44(1H, dd, J=7.9Hz, 7.9Hz) 
> 7.24(1H, dd, J=7.9Hz, 4.6Hzh 6.90~7.20(6H, mh 4.26~4.50(4H. mh 3.40 
-3.53(2H, mh 3.05-3. 30(4H, mh 2.80-3.00(2H, mh 2.20-2.40(lH, mh 
1.2K6H. t, J=7.3Hzh 0.91-1.10(12H, mh 0.94(6H, d, J=6.6Hz). 
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nMM2 7 

N - [ 1 - ( 2 - j* f-/U7*n fc» - 4 - 1 3 - (4 - fcf V Vfr* ^-»7x- 
M - 1 , 2 - y t Ka - 2 - t + V- 1 , 8-f 7f 'J v>- 3 -f;Vj -N' - 
(2, 6 -v^ V7 p ntf;i/7x^;i/)<>l/T<7)^ 




CH 2 CH<CH 3 ) 2 



2 tmffiKLX^ N- Cl-(2-^^^-/nf^)-4-(3-t Kn 
^ry7xc;V)- l, 2-y'H Kn-2-**V- 1, 8 -*7f-'J v> ^- 3 ->f 
^] — N' (2, 6 -SM y7 , n^7x-;v)-)i/7i: 4 -fcfDU^n?^ 

tttttt 1H-NMR^ (DMSO-de) 8.80(2H, brd, J=6.6HzK 8.60(1H, dd, J=4.6Hz, 

1.7HzK 7.94(2H, brd, J=6.6Hz), 7.85(1H, brs)> 7.82(1H, brsK 7.57(1H, dd, 
J=7.9Hz, 1.3Hz)> 7.46(1H. dd, J=7.9Hz, 7.9Hz), 7.21(1H, dd, J=7.9Hz, 
4.6HzK 7.10 ~7.20(2H, m), 6.95-7. 08(3H, m), 5.44(2H, sh 4.41 (2H. d, 
J=6.9HzK 2.90(2H, brsK 2.20~2.40(1H, m), 1.00(12H, m), 0.94(6H, d, 
J=6.6Hz). 
%mM2 8 

N- Ci -(4->f-;w^>^;i/)-4-|3-(4-t°'; K-»7x^ 
M -1. 2-yt Ko-2-t+v-l, 8-t7f'J v>-3->Ol/| -N' - 
(2, 6 - ¥4 7 7*nif;V7x-;i/)>)U7^)S 
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(CH 2 ) 3 CH(CH3)2 

###J 1 2 tm&KLXs N- C 1 ~(4 -*?-)l<s<y?)V)- 4 -(3 - 1 Kn 
J fy7xZib)- i t 2-yH Ko-2-**V- 1, 8-t7f'Jv>-3-'f 
^] — N' (2,6->Mv^oh , ;V7x-iV)'?U7i:4-^3 , J;^D7^K^ 
BMfc* f> IHI^tl^^ L /Co 

&&& ] H-NMR5 (DMSO-dg) 8.79(2H, brd, J=6.3Hzh 8.61(1H, dd, J=4.6Hz, 

1.7Hz), 7.93(2H, brd, J=6.3Hz), 7.85(1H, brsK 7.82(1H, brsK 7.57(1H, dd, 
J=7.9Hz, 1.9Hz), 7.46(1H, dd, J=7.9Hz, 7.9Hz), 7.22(1H, dd, J=7.9Hz, 
4.6HzK 7.10~7.20(2H, mh 6. 95~7.08(4H. rah 5.43(2H. sh 4.40-4. 60(2H, 
mh 2.80~3.00(2H. mh 1.50~1.85(3H, mh 1.20~1.40(2H, mh 1.00(12H, 
brsh 0.90(6H, d, J=6.6Hz). 

mmm 2 9 

N- (l -(3->f-^7 , ^;l/)-4-|3-(4-tT'J Vfr* h*v)7i-;H 
-1, 2-vfc Ko-2-**V-l, 8-t7fVv>-3-^l/] -N* -(2, 




(CH 2 ) 2 CH(CH3) 2 
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1 2tmm^LX. N- (1 -(3-**-fr7*fr)-4-(3-\z Kn* 
">7i^v)- 1, 2-yt K-n-2-**y-l. 8-t7f Jy>-3-f;v) 
— N' - ( 2 , 6 - V 7°d tf;i/7 x 7 t 4 - fcfn 'J ^y* « 7 >f KttBt 

1H-NMR5 (CD 3 0D) 8.59(1H, d, J=2.6Hz). 8.50(2H, d, J=6.3HzK 7.60(1H, d, 

J=6.6HzK 7.5K2H, d, J=6.3Hzh 7.46(1H. d, J=7.9HzK 6.99 ~7.17(7H, m), 
5.22(2H, sh 4.66(2H, t, J=7.6HzK 2.95(2H, brK 1.61 ~1.82(3H, m), 1.04 
-1.12U8H, m). 

mmm 3 0 

N- (l-7°n ii;v-4-(3-^ h*v7x-;W)- 1 , 2 -VM. Ko- 2 -* 
+ y-l,8-t7f'jy>-3-^) — N' -(2,6-^'fV7 , D^7x- 




(CH2)2CH3 



3 LT, N- C4-(3-^ h + y7x-;U)-l,2-Vl; K 

n-2-**V- 1 , 8-t7f'J v>-3->f;V] -N' -(2, V7*o 
H>7x-;i/)^l/7i 1-3- Yzfu^y^h^mt^%^^WL\^fZo 

mp 198.5-200X: 
fUfefll 3 1 

N- C 1 -^^v;V- 4 -(3 h*v7 x-;l/)- 1 , 2 -vt: Kn- 2 -* 
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*V-1, S-i-7i->)9>-3-4 )V) -N' -(2,6-yMV/nt>7x- 




(CH2)sCH3 



##$Jl 3 tffffiKLX, N— (4-(3-* f^fy7x^)-l,2-yfc K 
D-2-t^fV-l,8-t7f , jy>-3-'f;v) -N" -(2,6-yVyyo 

mp 1 6 3. 5 - 1 6 51C 
Hifeffil 3 2 

N- [1 - (3-7x-;P7 p Dtf;V)-4-(3-^ h^fy7x-M-l, 2-v 
fcKn-2-t^V-l,8-t7f'J^V-3-'f;V) -N' — (2.6-SMV 




$mwi etmm^Lx, n- C4 — (3 — > h#->7x-/u)-i, 2-*^t k 

D-2-t^y-l,8-t7f 1 Jy>-3-^;V) -N' -(2, 6 -*J4 V7*D 
e;V7x-;W7l^7t 1 -7 > n^e-3-7x-^7 , ny?>^t,^g^||jSr^jS 

Lfco 
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mp 166-167t 

H»J3 3 

N- (1 -x^;i/-4 -(3-> Ky7x-;P)- 1, 2-vt K-n-2-** 
V-l,8-t7f'Jy>-3-'f^) — N' -(2,6-^77*0^71-*) 



1 3 traictT> N- C4 — ( 3 h*v7x~;l/)- 1, 2-vt K 
o-2-t^7-l,8-t7f , Jy>-3-'f;H -N' -(2 , 6 -vM 7 7*o 
H>7x^;v)7U7^ 1 -3- Kx?>^<b^Mft^f&£^L£ 0 
mp 1 9 4 - 1 9 5"C 

mmm3 4 

N— C 1 -(2-7x-;vxfjv)-4-(3-> ^y7i-^)- 1,2-yt 
Kn-2-**7- 1, 8-^7^'J v>-3-'OvO -N' — (2 , -6 -SM 77* 



SSJfeflll 6 tlWpHlK LT, N- (4-(3-> h*v7x-;W- 1 . 2--7fc K 
D-2-t^7-l,8-t7f'Jyy-3-^*) -N' -(2,6-^77*0 



Me 
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mp 1 4 9 - 1 5 CC 

%mm 3 5 

N- [1 -7*fr-4-\3-(3-&) h* ; »7i-;H -1,2-yt 

Ko-2 -**V- 1 , 8-t7f»J v7-3— OV) -N' -<2, 6-vM77 



|#«12J:*tt, N — (l-W-4-(3-tKn^y7x-;v)- 
1, 2-yb Kn-2-**7- 1, 8-t7f'J v>-3--f;V] -N' —(2,6 
- 7 7*n f;V7 x 7 V 7 i 3 - 1^3 'J n 7 'f Wli^M^ 

>H-NMR£ (CD 3 0D) 8.63(1H, brsk 8.59(1H, d, J=4.6HzK 8.50(1H, d, J= 

4.6Hz), 7.42 ~7.50(2H, m), 6.99~7.20(7H, m), 5.19(2H, sh 4.64(2H, t, 
J=7.6Hz), 2.97(2H, brK 1.70 ~1.83(2H, m)> 1.42-1. 60(2H, m)> 1.09(12H, 
d, J=6.6HzK 1.02(3H, t, J=7.3Hz). 



N- Cl -v?n^*v;Vp<f-;v-4-(3-^ f + y7x^)- 1, 2-yt 

Ko-2-^-^v-i, z—fy^-') s jy-z-^)v) -n' -(2, 6-^77 

n f^7x^;l/) 7 V7<D^fa 




MM 3 6 
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$mmi 6 tmm^Lx, n- u-(3-> h^zi^-i, 2-yt k 

n-2-**V- 1. 8-^7f-yyV-3->f^] — N' -(2,6-vMV/n 

mp 2 0 9 - 2 1 0*C 
H»J 3 7 

N- Cl - (4-^^;U^>^;i/)-4-|3-(2-vx^;i/7^yxb^v) 
7x-;V| - 1 , 2 - v t: KD - 2 - 1 V - 1 , 8 - f 7 f J y > - 3 - 'f - 
N' -(2, vyDt>7i-Mi)l/7^| 




(CH2)3CH(CH 3 )2 



^mn 2 tmm-Lx^ n- (i-(4-^fM>f^-4-(3-tKD 

*v7.x-;V)- 1, 2-yt Kn-2-^^rV- 1, 8~t7f Jy>-3-f 
;V) -N' -(2, 6->Mv7nt>7i-^)')l'7i 2-yxf;i,7? 

ttSttt ^-NMR S (DMSO-dg) 10.64(1H, brsK 8. 55~8.68(1H. mh 7.79~8.02( 
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2H, mK 7.55-7.68(lH, m) % 7.44(1H, dd, J=8.3Hz, 7.9HzK 7.25(1H, dd, 
J=7.9Hz, 4.6Hz), 6. 86-7. 20(6H, rah 4. 30-4. 60(4H, m), 3.38-3. 61(2H, in), 
3.02—3. 27(6H, m)> 2.80~3.00(2H. m), 1.50~1.85(3H, m), 1.35-1. 40(2H, m) 
> 1.2K6H, t, J=6.9HzK 1.02(12H, brsh 0.89(6H, d, J=6.6Hz). 

mmm.3 s 

N- Cl ~(2-7 p n^-;v)-4-(3-^ ^v7i-;i/)-l, Kn 
-2-t^V-l,8-t7f'Jv>-3-^^) — N' -(2, vyne 




CH 2 CH=CH 2 



$kMM3 tmW-KLX. N- C 4 — ( 3 — ^ h*->7x-;v)- 1, Kn 
-2-t^V-l,8-t7f'Jy>-3-'f^ — N' -(2 . 6 - V7°n M 

1H-NMRS (CD 3 0D) 8.52 ~8.68(1H, mh 7. 70-7.82(lH, m), 7.49 (1H, dd, 

J=8.3Hz, 7.9HzK 6.95-7.30(7H, m) % 5.95-6.20UH, m), 5. 10-5.40(4H, m), 
3.87(3H, sK 2. 90-3. 15 (2H, m), 1.15(12H, d, J=6.3Hz). 

nmm3 9 

N- [1 -(3-7r-;w)-4-(3-^ )^4y7x-;v)-l ,2-yt Kp- 
2-t^y-l,8-t7f •Jy>-3-'f^ -N' - ( 2 , 6 - 7 7°n tf;v 
7x-;V)l/7©^ 
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(CH 2 )2CH=CH 2 



H»J3 tmflLKLX, N— t4 — (3 ^v7x-;i/)-l, 2-vt: Kn 
-2-i + V-l,8-t7f'Jy>-3-^^ -N* - ( 2 . 6 - V7*n t? 

1H-NMRS(CD 3 0D) 8.63(1H, dd, J=4.6Hz, 1.3HzK 7.76QH, dd, J=7.9Hz, 

1.7HzK 7.48(1H. dd, J=8.2Hz, 7.9HzK 6.94 ~7.30(7H, m)> 5.88-6. 10(1H, 
mK 5. 00-5. 21 (2H. m), 4.66~4.80(2H, mK 3.87(3H, sK 2.90-3. 13(2H, mK 
2. 50-2. 70 (2H, m)> 1.15 (12H, d, J=6.3Hz). 

%mm 4 0 

N — [1 -7?-)V-4- (3-|(3. 5-v>f-;i/-4-p< f^yf'J v>-2 
->f;i/)^b^v| 7i-^) -l,2-ytKD-2-t^V-l 1 8-t7f'J 
: yy-3-4)V) -N' -(2,6-yMV7"nt>7x-;V)')l/7^ 



###ll 2 t|Wl$KLT, N- (l-7f-;v-4-(3-t: Kn^y7x-;i/)- 
1, 2-yt Ko-2-**7- 1, i/>-3-4)V) -N' -(2,6 

-vM 7 7 , ak>7x-^)7l/7i: 2 - ^ □ o ^ 3 , 5-vVf;V- 4 
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iH-NMR«y (DMSO-dg) 8.60(1H. d, J=4.6Hz)> 8.53(1H. s)> 7.87(1H, s) 

, 7.8K1H. sK 7.60(1H, d, J=6.6Hz), 7.45(1H, dd, J=7.9Hz, 7.9Hzh 7.00 ~ 
7.25(7H, m)> 5.38(2H, sK 4.54<2H, brsh 3.97(3H, sK 2.90(2H. br), 2.37( 
3H. s)> 2.30(3H, s)> 1.72(2H. m), 1.43(2H, m), 0.95 -1.01 (15H, m). 

mmm4 1 

N— C 1 -f>^- 4-(3-> ^v7x^)-l, 2-VtKn-2-t* 
V-l,8-t7f'J , ;>-3-^) -N' -(2,6-v7vynh>7x^) 




(CH2)gCH3 



6 tmUKLX, N— C4 — (3 h*->7x-;V)-l, K 
n-2-t^rV-l,8-t7f'Jy>-3-'f;V) -N' -(2,6-/^7^ 

mp 1 1 9 - 1 2 2*C 
Hifefll 4 2 

N— Cl-7f-;i/-4-[3-|3-(3-e'Jv;V)7'n^drv| 7x^]-l, 
2 - y t Kn - 2 - t^fV - 1 , 8 - t7f 'J y >- 3 - 'f ;V] -N* -(2,6- 
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<CH 2 ) 3 < 




1 2 iPJ&K LT, N— (l-W-4-(3-tKn^y7x-;l/)- 
1, 2-yt - 1, 8-t7f'J v>-3-^ -N* -(2.6 

- v V 7*n M )V 7 i 7 V 7 1 1 - a - K- 3 - ( 3 - M U Vfr) -fu^y-fr 

1H-NMR«5(CD 3 0D) 8.60(1H, d. J=4.3HzK 8.41(1H, sK 8.34(1H, d, J=2.30Hz) 

, 7.70~7.73(2H, m), 7.43(1H, dd, J=8.3Hz, 7.6HzK 7.32(1H, dd, J=8.3Hz, 
5.0Hz), 6.94~7.23(7H, mK 4.64(2H, t, J=7.6HzK 4.08(2H, mh 2.83-2.99 
(4H, mK 2.14(2H, mK 1.79(2H, mK 1.54(2H, mK 1.10(12H, d, J=6.9HzK 
1.02(3H, t, J=7.3Hz). 
nMMA 3 

N- [ 1 -7*^;i/-4-(3-7°o^^v7^-;v)- 1, 2-y t Kn-2-* 
*7- 1 , 8 -ty^V v>-3 -4*0 -N' -(2, 77 , n tT;U7i- 

CH3(CH2)2(X^. 



(CH 2 ) 3 CH 3 x 

N— j 1 - 4 -(3 -fc Ko*->7x^;U)- 1, 2-vH 
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v- l, 8-*7f-«;y> T 3->r/M — N' -{2,6-^V/n^7i-;v) 
7P7 3 0 Omg(0. 5 8mmolK »'J^A9 6mg(0. 7mnolK 3 
1 9 mg(D D M F 5ral.«$K, gi&KT 1 - 3 - K7°n/0 9 9mg(0. 5 8mmol) 
£*>Q;i> 4 0-5 0t:KT5f«$#L£o 7.Mr£lj\ ftUxf-^-ettih 

y'J*W7A?D7b^77^-(20 >) -CfflSg U 

x— r^/*-9->TttAftLTam^»«r 2 5 3mg(0. 4 8mmol)#/c 0 

rap 1 5 4 - 1 5 5. 5*0 
HJfctflJ 4 4 

N- ( 1 -Tf-)V- 4-(3-A^y;l/tafv 7l z;i/) - 1 , 2 - vt Kd- 2 
-**7- 1. 8-^7f-';^^-3->f;V] — N' -(2, 6-y>f77Dt> 
7xi;V)71/70^ 



£Jfc0l4 3 iEftKLT* N- (l-7*fil/-4-(3-tKD^y7i-;l/)- 
1, 2-vt Kn-2-**V-l,8— J-7f-'JS?>-3->fn'3 -N' -(2. 6 
-y^77 t oh>7x-;l/)7V7i: 1-3- K^*^>^fe*ffifb^*^L 

mp 115-11 7t 
4 5 

N- [1 -7f^-4-(3-^>y>t^ry7x^)-l, 2-vt Kn-2 
-**v- 1, 8-t7f-'J'7^-3->f;v] -N' -(2, 6-vM v7oe;v 
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(CH2)3CH3 



###y 1 2 tmmzLx, n- ci -rf-;v-4-(3-^ kd*v7x-;v)- 

1 , 2 - v t Kn - 2 - t^f V - 1 , 8 -t7f J y > - 3 -'f ^) -N' -(2,6 
m p 1 7 8 - 1 7 9 X, 

nmm a 6 

N— [1 -7*f-;l'-4-(3-*>^n^^->;Vpi ^y7x-^)- 1, 2-vt 
Kn~2-**V-1, 8.-t7f'Jy>-3-'f;l') — N' -(2, 6-vM V7° 
ne;i/7x;;i') i )l/70M 




(CH 2 ) 3 CH 3 



1 2 tfflUKLX^ N— (l-7f;i/-4-(3-tKD^y7x-;i/)- 
1, 2->*H Kn-2-**V- 1, 8-t7f'J y'v-3-^V) — N' -(2,6 
-v>f V7'ofc';i'7x^;i')')l/7t7*ot^fjl/y^DA^t>^t,^^ 
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mp 1 0 2- 1 0 6t) 

N- ( 1 -(4 -^>x-;V)-4 -(3 -fc Ko + y7x-;V)- 1 , 2 -vfc K 
D-2-t + V-l l 8-t7f'Jy>-3-'f^ -N' - ( 2 , 6 - *J 4 V?U 
\Z)V 7 x - )V) 7 V 7 <D<£$L 




<CH 2 )3CH=CH 2 



###!)1 1 tmm^LX, N- [1 -(4-^>r-;l/)-4-(3-^ h^rv 
7i-;P)- l,2-ykKn-2-i^7-l,8-t7f'Jv>-3-^i') - 
N' -(2, 6-vW V7 p nbT;U7x-;v)7l^7^'b^M^t/^^Et^o 

1H-NMR* (DMSO-de) 9.52(1H, sK 8.61(1H, dd, J=4.3Hz, 1.3Hz), 7.71(1H, s) 

> 7.70(1H, sK 7.63(1H. dd. J=7.9Hz. 1.3HzK 7.20 ~7.35(3H, mk 7. 10— 
7.20(1H, m)> 7.00-7.08(2H, mk 6.80-6.90(lH, mk 6.67-6.79(2H, mk 5.80 
~6.00(1H, mk 4.90~5.20(2H, mk 4. 39-4. 61 (2H, mk 2.85~3.06(2H, mk 
2.05~2.28(2H, mk 1. 72-1. 93(2H, mk 1.3(12H, d, J=6.3Hz). 
%mffl4 8 

N- Cl -(4-^>T-^)-4-|3-(4-lfy *Jfr* h*'»7i->U| - 
1 , 2 - y t Kn - 2 - t + V- 1 , 8-t7f J y >- 3 ->f ^] -N' -(2,6 
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(CH 2 ) 3 CH=CH 2 

1 2 fcRHfcfcLT, N- (1 -(4-^Vr-^)-4-(3-t Kn*»> 
7i-;u)- 1, 2-vt: Kn-2-**V- 1, 8 -t7f-V v>- 3 ->f/lO - 
N* -(2,6-yMv/D tf;W7x-;i/) -7i/7i4-kf3'j^07>f KttHfctft 

ttStift 1H-NMR* (DMSO-dg) 8.07 ~8.80(2H, mh 8.62<1H. dd, J=4.3Hz, 

1.7Hz), 7. 73-7. 89 (4H, mK 7. 52-7. 62 (1H, m), 7.46(1H, dd, J=8.6Hz, 7.9Hz) 
, 7.22(1H, dd, J=7.9Hz, 4.6Hz), 7. 11-7.20(2H, m), 6.95-7. 09(4H, m), 5.78 
~6.00(1H, mK 5.38(2H, s), 4.95-5. 19 (2H, m), 4. 45-4. 61 (2H, m)> 2.08- 
3.00(2H, m)> 2.10-2.28(2H, mK 1.73-1.92(2H, mK 0. 85-1. 17(12H, m). 

% mm 4 9 

N— (l -(4-^^;v^>f-;v)-4-[3- |2-(n-^>v;v-n-x^;v 
7 5 y)x>*v| 7x-;v]- l, 2-vt Kn-2-**v-l, 8-t7f'Jy 
V- 3-4/10 — N' -(2 1 6-^V7 P ot>7x-^)')V'7^ 




(CH 2 ) 3 CH(CH 3 )2 
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2tftffiKLX. N- Cl-(4-^f-;^>^;W-4-(3-HKn 
*v7xx;V)- 1, 2-y'H Kn-2-**7- 1, 8 7f-'J V >- 3 -4 
-N* -(2. 7 7*nt?;i/7x-;v)7V7i: 2 -(N-'O v^-N- 

ttSUft 1H-NMR.* (DUSO-de) 10. 81(1H, brsh 8.62(1H, dd. J=4.6Hz, 1.3HzK 

7.79~7.91(2H, m), 7.55-7. 74(3H, mK 7.35-7.51 (5H, mK 7.25(1H, dd, 
J=7.6Hz, 4.6Hzh 6.90-7. 20(5H, m), 4.29-4. 60(6H, mK 3.33~3.55(2H, m)> 
3.02-3.27(2H, m), 2.80-3. 00(2H. mK 1.53~1.83(3H, mK 1.20-1.40(2H, m) 
> 1.28(3H, t, J=7.3K 0.94~1.15(12H, mK 0.90(6H, d. J=6.3Hz). 

nmm 5 0 

N— ( 1 - (4-^>r-;W-4-|3-(2-vx^;V7 5/xh*v)7x^ 
;v| -1, 2-vfc Kn-2-**V- 1, )^ — N* - 

( 2 , 6 - v V yn 7 x 7 V 7<OM 




(CH 2 ) 3 CH=CH 2 



###Jl 2 tftffiKLX. N- (1 -(4-^>r-;v)-4-(3-H Kn^y 
71-^)- l,2-ytKD-2-t*V-l, 8-t7f'Jv>-3-'f^) - 
N' -(2, 6-vV 7 7*ne;V7x-;l')7l'7£ 2-yxf;V7 5 yxf^n 

^-NMRtf (DMSO-dg) 9.99UH, brsK 8.62(1H, dd, J=4.3Hz, 1.7HzK 
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7.85(1H, brs), 7.83(1H, brsK 7.62(1H. dd, J«8.3Hz, 1.7Hz), 7.45(1H. dd, 
J=8.3Hz, 8.3Hz), 7.27(1H, dd, J=7.9Hz, 4.6Hz), 6.90 -7.11(6H, m), 5.80- 
6.00(1H, mK 4.95—5. 19<2H, m) % 4.48-4. 64 (2H, mh 4. 28-4. 44 (2H, mK 3.40 
~3.57(2H, m), 3.06~3.27(4H, mK 2. 79-3.02(2H, mK 2.09~2.29(2H, mK 
1.72-1. 94 (2H. mK 1.20(6H, t, J=7.3HzK 1.85-1. 14 (12H, m). 

mum 5 1 

N- [i -7f-;v-4 -(3-^f;V7x-;i/)- i , 2 -Vn Kn- 2 -**v 
-l,8-t7f'Jv>-3-^;v) — N' -(2, vyotf;U7^ci;i/)^ 
I' 7 




##0!) 1 OtlBliCLt, 1 -7*f;V-4-(3-^fJP7i^^)- 1, 2-v* 
t: Kn- 2 -t^rV- 1 , 8 — f7f-'J v>- 3 -Jtnw-Ky^i: 2 , 6 - V4 V7°n 

mp 2 14-2151: 
%Mffl 5 2 

N- Cl -**f-A'-4-(3--C* K'>7x-;v)-l, 2-VKKO-2-* 
*y-1.8-*7f-y5»-3--r/lO -N* -(2,6-y^y7o^7x- 
W7©M 
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Me 




(CH 2 )7CH 3 



%Mffl3 trnm^LX, N- t4-(3-^*v7x-;v)-1.2-vfcKD 

1, z-ty+vyy-z-si fr) -n* -(2, 6-sm v/ntf 

1H-NMR<5 (DMSO-de) 8.59(1H, dd, J=4.6Hz, 2.0Hz), 7.74(2H, s), 7.63(1H, d, 

J=7.9Hz). 7.4K1H, dd, J=8.3Hz, 7.9Hz). 7.24(1H, dd, J=8.3Hz, 4.6Hzh 
7.15(1H, t, J=7.3HzK 7.04(3H, mK 6.92(2H, brs), 4.51(2H, t, J=7.3HzK 
3.77(3H, s)> 2.92(2H, sep, J=6.9Hzh 1.73 (2H, brK 1.27 ~1.37(10H, br), 
1.02(12H, brK 0.85(3H. brt, J=6.9Hz). 

%mm 5 3 

n- C i -7f-;v- 4 -|3-(*y >; y- 2-4 )v* v *->)7x-;H -1,2 

-vt:Kn-2-^^y-l,8-^7f'jv>-3-^;V] — N' -(2,6-v 
■i y 7n tf;v 7 x 7 V 7 



1. 2--?t kd-2-**v- i, 8-t7f-';^>-3-^;W -n* -(2,6 
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- v 7 n e;i/7 x 7 v 7 1 2 - (? u n > * > jftSUft^ <b£M 

W-NMR<5 (DMSO-de) 8.48 -8.60(2H, m), 8.05(1H, dd, J=8.3Hz. 3.3HzK 7.62 

-7.86(5H, m), 7. 41-7. 48 (2H, m), 6. 95-7. 26(8H, m), 5.44(2H, s), 4.51(2H, 
t, J=7.3Hzh 2.94(2H, brK 1.71(2H, brK 1.44(2H, m). 0.95-1. 03 (15H, m). 

nmm 5 4 

N- [l -(4-^>r-^)-4-l3-(2-t 0 ';v;v^ h^rv)7x-;H - 

1.2-yliKD-2-t^V-l ) 8-t7f'jyv-3-'f;V) -N' "(2,6 

- v -f v 7 n e/u 7x^)^1/7 




(CH 2 ) 3 CH=CH 2 



^%Ml 2t®m-LXs N- (l-(4-^>f^V)-4-(3-tKD^y 
7x-)V)- 1, 2-vk Kn-2-**V- 1, 8 -7-7f-'J v>- 3 -'ffl'] - 
N' -(2, 7 7°Dtf;V7i-»7 V7t 2 -If 3 V^D?^ Ktttt£ 

iH-NMR^DMSO-dg) 8.65 -8.74(1H, mK 8.61(1H, dd, J=4.6Hz, 

1.7Hz)> 8.02~8.15(1H, m). 7.82(1H, brsh 7.81QH, brsK 7.72~7.80(1H, m) 
, 7. 51-7. 65 (2H, mK 7.45(1H, dd, J=7.9Hz, 7.9HzK 7.22(1H, dd, J=7.9Hz, 
4.6Hz), 7.10~7.20(2H, m), 6.94-7. 09(1H, m). 5. 76-6. 00(1H, m), 5.32(2H, 
sK 4.92~5.20(2H, mh 4. 35-4. 65(2H, mK 2. 79-3.01 (2H, mK 2.05-2.28 
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(2H, mh 1.70-1. 91 (2H, m)> 0. 78-1. 15(12H, brs). 

55. 

N— (1 -(4-^>x-^)-4-|3-(3-fc°'; V)\>* h*v)7i-;u| - 
1, 2-yt Kn-2-**7-l, 8-t7f'Jv>-3->f;V) -N' -(2,6 




(CH 2 ) 3 CH=CH 2 



##®ll 2 J:»Lt, N— (l-(4-^7T-^)-4-(3-t Kn*v 
7x;^)- 1, 1, 8 - + 7f) Vs- 3 -^^3 - 

N' -(2, 6 - vM VT'd t: JV7 xxjv) -) V7 J: 3 - t"n 'J n 

W-NMRcHDMSO-dg) 8.90 -8.96(1H, m)> 8. 75—8. 84 (1H, mK 8.62(1H, 

dd, J=4.6Hz, 2.0HzK 8.38-8. 48(1H, mK 7.86(1H, dd, J=7.9Hz, 5.6HzK 
7.84(2H. brs), 7.57(1H, dd, J=7.9Hz. 1.7HzK 7.45(1H, dd, J=7.9Hz. 7.9Hz) 
, 7.24(1H, dd, J=8.3Hz, 4.6HzK 7. 11-7. 12(2H, mK 6.90-7. 10(5H, mK 5.78 
-6.00UH, mK 5.32(2H, sK 4. 93-5. 18(2H, mK 4. 41-4. 61 (2H, mK 2.80- 
3.02(2H, mK 2.08-2.28(2H, mK 1.72-1.92(2H, mK 0.70-1. 15(12H, m) 

%mm 5 6 

N— (1 -(4-^>r-;V)-4- |3-(3-e^V vV7'D^y)7.i; 
M - 1 , 2 - vk Kn - 2 - t^V- 1 , 8 - t7f'J y > - 3 - 'f -N' - 
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(2, 6-yVyyD^7x^)-)I/7^| 




(CH 2 ) 3 CH=CH 2 



2 tmUKLX, N- Cl-(4-^>x-;i/)-4-(3-fcKn*v 
7x-;u)- i, 1, 8-t7f 'J v>-3-^V) - 

N' -(2, 6 - vM V 7°n e ;v 7 x - ^ 1/ 7 i: N - ( 3 - ^ d d t'd tf;v) 

!H-NMR5 (DMSO-dg) 10.83(1H, brs), 8.62(1H, dd, J=4.6Hz, 1.3Hz), 

7.83(1H, brsK 7.82(1H, brsK 7. 58-7. 68 (1H, mK 7.42(1H, dd, J=7.9Hz, 
7.6Hz)> 7.26(1H. dd, J=7.9Hz, 4.6Hz), 7. 11-7. 20 (1H, m)> 6. 99-7. 09 (3H, m) 
x 6.87-6.98(2H, m)> 5.80~6.00(1H, mK 4.93-5. 19(2H, mK 4.42-4.62(2H, 
mK 3.96-4. 15 (2H, mK 3. 35-3. 52 (2H, mK 3. 02-3. 22 (2H, mK 2.70-3.00 
(3H, mK 2. 05-2. 28 (4H, mK 1.55-1. 94 (8H, mK 1.25-1. 47 (1H, mK 1.02 
(12H, brs). 

%mm 5 7 

N — C 1 - (4-^f-;V^>f-;V)-4-|3-(2-xf-;i/7<y^h^v)7^ 
-M - 1 , 2 - y t K n - 2 - * V - 1 , 8 - 1 7 f J y > - 3 - 'f ^) -N' 
-(2, 6-y''fV7 , o!;';V7x-;i/)7l/7^ 
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(CH 2 ) 3 CH(CH3)2 



##08 1 4 tmOk^LX, N- (l -(4-p<f-;v^>f-;v)-4-{3-|2- 
(N-^Vy;V-N-xf;V7 5 ;)xKy| 7x-;W]-l, 2-y'K Kn-2- 
t^y-i,8-t7f'Jy>-3-'f;v} — N' -(2. 6 V^d t:>7x 

l H-mRS (DMSO-dfi) 8.92(2H, brsh 8.62(1H, dd, J=4.6Hz, 1.7Hz), 

7.72UH, brsK 7.71(1H, brsk 7.61 (1H, dd, J=7.9Hz, 1.7Hz), 7.44(1H, dd. 
J=8.3Hz, 7.9Hz), 7.25(1H, dd, J=7.9Hz, 4.6HzK 6.85 ~7.20(6H, m), 4.38- 
4.58(2H, m). 4. 16~4.33(2H, m), 3.20-3. 40(2H, m), 2. 78-3. 10(4H, mK 1.50 
~1.83(3H, m), 1.25~1.40(2H, m), 1.19 (3H, t\ J=7.3HzK 0.93-1. 13 (12H, 
mh 0.90(6H, d, J=6.6Hz). 

nmm 5 8 

N- (1 -7*^;v-4-|3-(2-^f-;V-3-tf; v^^ b*y)7x^| 
-1,2 - y t Kn - 2 - i^rV- 1 , 8-f7f J y > - 3 - 'f ^) -N' -(2, 
6 - 9 J4 V -?u \£)V 7 x 7 1/ 7<£>£l& 
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(CH 2 ) 3 CH 3 



#tWl 2 tmU^LX, N- (l-rf^-4-(3-KKD*->7x-/l/)- 
1 , 2 - y k Kd - 2 - V - 1 , 8 - t7f J y >- 3 - ^^ — N' -(2. 6 
- y ^ v "7*n vf;i/ 7 jc * V 7 1 2 - * f-^- 3 - fcf ^ 'J n 7 KffiBfcfi 

iH-NMR5(DMS0-d6) 8.67(1H, d, J=4.3Hz), 8.61(1H. dd, J=4.6Hz, 1.7Hz)> 

8.44 (1H. d, J=7.6HzK 7.86(1H, sh 7.82(1H, sK 7.74(1H, dd. J=6.9Hz. 
6.6HzK 7.59(1H, d, J=6.3Hzh 7.45(1H. d, J=7.9Hz, 7.9HzK 6. 98-7. 26 (7H, 
mK 5.30(2H, sK 4.53(2H, t, >7.6HzK 2.90(2H, m), 2.74(3H, sK 1.72(2H, 
mk 1.45{2H, m)> 0.95-1. 12 (15H, m). 
H«J 5 9 

N- [1 -7*^;v-4-[3-|3-(4-tf'; V)V)-?u-#**s\ 7i-;v]-i, 

2-y'k Kn-2-**V-l, 8-t7f'Jy>-3->f;V] -N' -(2,6- 
v4 V7'Dt>7x-;l')7l^7^ 




(CH2)3CH3 
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Mil2i:*Lt, N— (l-W-4-(3-^Ko^ry7x^;v)- 
1 , 2 - y t Ko - 2 - ^ ^ V - 1 , 8 - t 7f »J •>' >- 3 - ^ ^] — N' -(2, 6 

mp 1 3 8 - 1 4 0 r 
H»J6 0 

N- [1 -7f-;V-4-[3-|2-(2-ev ^)x>*->| 7x^]-l, 
2-yliKn-2-*^y-l,8-t7f , Jy>-3-^^ — N' -(2,6- 




(CH2)3CH3 



N- C 1 -7*f^-4-(3-tKn^y7x-^) - 1, 2~vfc KO-2-* 
*V- 1. 8-t7f 1 Jy>-3-'fJV) — N' -(2,6-yV77 , olf;V7x- 
;V)7l/7 3 0 Omg(0. 5 8mmolK 2 - tfV v / 7 lmg(0. 5 8nmol) 
WTHF 5mlr#?£K b 'J7x^W77^ V 1 5 2mg(0. 5 8ramol) vxf-;V7 V* 
vAJWf^yV- h 1 0 lmg(0. 5 8nmol) £iDx., IfiCT4 0 B$HiS# L£ 0 

^*"9->5/5)&t>\ ^^D-7h^^7^-T*ffi^LT^M'ft:^t/^4 3mg 
(0.0 7mmoi)*#£o 
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1H-NMRS(CD 3 0D) 8.58(1H, d. J=4.6Hz), 8.44(1H. d, J=4.3Hz)> 7.68—7.76 

(2H, m), 7.4K2H, mK 6. 93-7. 28(8H, m), 4.62(2H, t, J=7.3Hzh 4.37(2H, t, 
J=6.3HzK 3.24<2H. t, J=6.3HzK 2.93(2H, brh 1.75<2H, mK 1.47(2H, mK 
1.26(12H, br), 1.00(3H, t, J=7.3Hz) 

%mme 1 

N- C i 4 - [3 - 1(2, 4-v^f-;vev yy- 3 -4 AO* 

v\ 7i-A']-l, 2-vti 1, 8-t7f'Jy>-3-^ 

)V) — N' -(2,6- V -/n f ;V7x >> VTOM 



2 trnm^LX, N- (l-W-4-(3-kKD*y7x-^)- 
1, 2-yt Kn-2-**V- 1, 8-t7f'Jy> - 3-^f^ -N' -(2, 6 

MfflL !H-NMR5 (DMSO-dg) 8.65(1H, d, J=5.9HzK 8.62(1H, dd, J=4.6Hz, 

1.7Hz), 7.78~7.86(3H, m), 7.64(1H, dd, J=7.9Hz, 1.7Hz), 7.47(1H, dd, 
J=7.9Hz, 7.9HzK 7.02~7.28(7H, mh 5.26(2H, brs), 4.53(2H, t, J=7.3Hz). 
2.92(2H, mK 2.76(3H, sK 2.60(3H, s)> 1.69(2H, mK 1.44(2H, m). 1.00(12H, 
brh 0.97(3H, t, J=7.3Hz).. 

%ms 9 6 2 




(CH 2 ) 3 CH 3 
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N- [1 -r^^-4-[3-|2-(3-lfy -^)xf^->| 7x-;V]-l,2 
-v*fc Kn-2-**7- 1. 8-^7^1) v>-3-W;v3 — N' -(2,6-v 
4 v tf;v 7 x - ;v) 7 u 7 




(CH 2 ) 3 CH 3 



mmme 0 tmm^LX, N- Cl-7^;v-4-(3-fcKn*v7x^;u)- 
l,2-yHKo-2-t^V-l,8-t7f'Jy>-3-'f;V] — N' -(2,6 
- v>f v 7*n x 7 U 7 1 3 - bf V v >x * y - *ir>h&BAt&IS*4r 

! H-NMR £ (CD 3 0D) 8.58(1H, dd, J=4.6Hz, 1.7HzK 8.49QH, sh 8.37(1H, d, 

J=4.0Hz, K 7.80(1H, d, J=7.9Hz, K 7.52-7. 60(3H, m)> 7.37(1H, mh 6.93- 
7.2K6H, m), 4.62(2H, t, J-6.3HzK 2.91(2H, m)> 1.78(2H. m)> 1.47(2H, m), 
1.04(15H, br) 
£»J6 3 

N- [1 - (4-^>t-^)-4-|3-(3-v>^;V7<^7°d^^v)7x 
-^1 - 1 , 2 - y t Kn - 2 - t^r V - 1 , 8 - 1 7f J y > - 3 - ^ ^] — N' 
-(2, 6 V7'ok>7x-;i/)71/7©M 
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(CH 2 ) 3 CH=CH 2 



##091 2iRM*fcLT r N— (1 -(4-^>r-;v)-4-(3-t: Ko^y 
7x-JV)- 1, - 1, 8 - + V v V- 3 ->f ;i0 - 

N' -(2, 6 -v-f V7'ne;V7x-;i/)'j7U7t 3 -y^f^T? y^o 

l )i-MR$ (DMSO-dg) 10.35(1H, brsK 8.62(1H, dd, J=4.6Hz, 1.7Hz), 

7.83(1H, brsK 7.82(1H. brsh 7.62(1H, dd, J=7.9Hz, 1.7Hz), 7.41(1H, dd, 
J=8.3Hz, 7.6Hz), 7.26(1H, dd, J=7.9Hz, 4.6HzK 7. 11-7. 20(1H, m)> 7.00- 
7.09(3H, mk 6.85-6.99(2H, mk 5.78~6.00(1H, ink 4.93~5.20(2H, mk 4.40 
~4.66(2H, mk 3.09-3.28(2H, mk 2.81~3.02(2H, mk 2.73(6H, d, J=5.0Hz) 
, 2.03~2.28(4H, mk 1.71~1.94(2H, mk 0.75~1.20(12H, m). 

mmm 6 4 

N- Ci -(4-^>-f-;v)-4-[3-|2-(N-^>v;v-N-^^;i'T5 
/)xh*v| 7x-;v]- 1, 2-yt Kn-2-**V- 1, S-t7i- } ) v>- 
3->f;V] -N' - ( 2 , 6 - 7" n f ;V 7 x - ) -7 1/ 7 
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(CH 2 ) 3 CH=CH 2 

##$|1 2 fcR&KLT, N— Cl-(4-^>x-;W-4-(3-H Kn^rv 
7i-;v)-l, 2-yt Kn-2-**V-l, 8 -*7f-y v>- 3 -4 ^ - 
N ' - ( 2 , 6 - V y n fc';V7 x - -) V 7 i: 2 - (N - ^ > y - N - if 

1H-NMR* {DMSO-de) 10.75(1H, brsh 8.62(1H, dd, J=4.6Hz, 1.7HzK 

7.85(2H, brsh 7.55-7. 72 (3H, mK 7. 37-7. 52 (4H, mK 7.26(1H, dd, J=7.9Hz,' 
4.6HzK 6.89~7.20(7H, mK 5.80-6.00QH, m)> 4.93-5. 19(2H, mK 4.30- 
4.62(6H, mK 3.35-3. 54 (2H, mK 3. 05-3. 25 (2H, mK 2. 80-3. 00 (2H, mK 2.08 
-2.28(2H, mK 1. 72-1. 93(2H, mK 1.83(3H, brt, J=6.9HzK 0.80-1. 16 (12H, 
brs). 

H»J6 5 

N— Cl-(4-^>r-;V)-4-[3-|2-(H , avy>-l--f;V')ih4r 
v| 7x-;l/]-l, 2-vt 1, S- + 7f'J v>-3-^f 

-N' -(2, V7°nt:;i/7aL^^)^i/TO^ 
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(CH 2 ) 3 CH=CH 2 



##0!ll 2 tmmzLX* N— (1 -(4-^>f-;V)-4-(3-t Ka4rv 
7x-Jl')- 1 , Kn-2-**7-l, 8~t7f - 

N' -(2,6-yMV7 p nH>7x-;v)^V7tN-(2-^ nnzf^) kin 'J 

j&SUS J H-NMR£ (DMSO-dg) 10.62(1H, brs)> 8.57-8.69UH, m), 7.86(2H, 

brsh 7. 58-7. 70 (1H, mK 7. 38-7. 51 (1H, m)> 7.22-7. 32 (1H, mh 6.88- 
7.2K6H, m)> 5.80~6.00(1H, mK 4.92~5.20(2H, mK 4.45~4.62(2H, m)> 4.26 
-4.42(2H, m). 3.45-3. 66(4H, m), 2.78~3.20(4H, m), 2. 06-2. 29(2H, mK 
1.69-2. 05 (4H, m), 1.02(12H, brs). 

%mm 6 6 

N- ( 1 - (4 4 - (3 F^y7x-jV)-l, 2-vfcKo 

-2 -t^fV- 1 , S-i- v>-3->T;w] -N' -(2, V7°nbf 
;i'7x-;v) i )U70^il 

(a) N- Cl ~(5- h V^^;Wv';^-4-^>^-;l')-4-(3-> b^rv 
7x-;u)- l, 2-yfc Kn-2-**v- l, 8 -* U v >- 3 -4 AO ~ 
N' -(2, 6-y^V7'Dt:>7x-;i/)'>l/7^ 



WO 98/23615 



PCT/JP97/04276 



102 




1 6 iRfcKlLT, N— (4 -(3-* h * ->7x->U)- 1 , 2 -vfc K 
n-2-t^fV-l,8-t7f'Jy>-3-'f^ — N' -(2,6-vMV7 p n 
tf;i/7x-;v)7>7t 5-(p- h;vx>7;v*-;vt^y)- 1 - MMf-;w> 

iH-NMR^ (CD 3 0D) 8.65(1H, dd, J=4.3Hz, 1.7Hz)> 7.76(1H. dd. J=7.9Hz, 

1.7Hz), 7.49(1H, dd, J=8.3Hz. 7.9HzK 6.95~7.35(7H, m)> 4. 70-4.83(2H, m) 
„ 3.87(3H, s)> 2.95-3. 13 (2H. m), 2.44(2H, t, J=7.3HzK 1.98-2. 16(2H, m) 
„ 1.15(12H. brd. J=6.3Hzh 0.17(9H, s). 
(b) N— (l-(4-^>f-;v)'4-(3->f^y7x-^)-l,2-yt 
1, 8-t7f'jy>-3->f;l') -N* -(2, V7 P 

Me< 




N- Cl-(5-hV^^;i/v , ;;i'-4-^>^^;l/)-4-(3-^ F*v7x 
-AO- 1. 2-yt Kn-2-t^v - 1, 8-t7f Jy>-3--f;v) -N' 
-(2. 6-yMV7'ne;V7xi;i')7U7 8 lmg(0. 1 3 3mmol)ODMF 4ml?# 
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ifcfc, 7'Wb*'J-7Al 3 8mg(2.3 8inmol)SriPx., £UKX 7V$mmWLtz 0 

8mg(0 . 1 4mmol)^£o 
1H-NMR5 (OMSO-dg) 8.61 (1H, dd, J=8.1Hz, 1.5HzK 7.75(2H, brsh 7.62(1H, 

dd, J=8.1Hz, 1.1Hz), 7.42(1H. dd, J=8. 1Hz, 8.1Hz), 7.26(1H, dd, J=7.8Hz, 
4.5Hz), 7.10-7.21(1H. m), 6.98-7. 10(3H. m), 6.85-6. 97(2H, mK 4.42- 
4.70(2H, m), 2. 77-3.00(2H, m), 2.82(1H, t, J=2.4HzK 2.24 -2.40(2H, m)> 
1.77-2. 05 (2H, m). 1.02(12H, brs). 
7 

N— C 1 -73- fr- 4-(3-7^D7xx;i/)-i , 2 -VM. Ko- 2 
V-l,8-t7f'Jy>-3-'f;i/) -N* - ( 2 , 6 -5M V/n tf;i/7 x-;v) 

-7 1^7^^ 




(CH 2 ) 3 CH 3 



##®ll OfcRfcfcLT, l-rf;i/-4-(3-7;^n7x-;i/)-i, 2- 
vt Kn-2-**V- 1, 8-t7f'Jy>-3-*MV®i: 2, 6-vM V7° 

mp 201-20 2"C 
HJfe0!6 8 
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N- [ 1 -7f-;u- 4 - |3 -(3 -v7°n tT;i/75 y- 1 -^ntT-^)7x- 
>H - 1 , 2-yt Kn-2 -t^fV- 1, 8-^7f-'j v7-3 -4/10 -N' - 
( 2 , 6 - v4 7 7°n kT;v 7 x 7 l^7^i 



HJS$I2 1 £|W|*iKLT, N- Cl-7'^;i/-4-(3-7 , n^7x-;l/)-l, 
2-ytKD-2-t+7-l,8-t7fVy>-3-'f^) -N' -(2,6- 
v J v 7°n e/u 7 x - ;w) 7 V 7 1 3 - V -fxi t> 7 S 7 - 1 - 7n tf 7 ^ ^® 

mp 2 0 1 - 2 0 2t: 
H»J 6 9 

N- (1 -7f-;u-4-|3-(3-7?y-3->^;v- 1 -rf-^)7x- 
/M -l,2-ytKo-2-t + V-l,8-t7f 1 Jy>-3-'f^] -N* - 
(2, 6-v-f V7ne>7x-;v)>)l/7<0M 



^WJ2 1 tlMKLT. N- (l-7f;i/-4-(3-yo^7x^;i/)-l, 




<CH 2 ) 3 CH 3 




(CH2)3CH3 
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Kn-2-**V- 1 , 8-t7f-VV>-3 ->f^) -N* -(2.6- 
y'/fV^nk , ;i/7x-;V)')l/7i:3-75y-3-^f^- l-rf-V^** 

mp 1 7 0- 1 7 2TC 
£JSfll7 0 

N- (i- , r^;v-4-[3-l3-(N-^>v*;i'-N-^f-;i'7^y) - l -7° 
nt'-;v| 7i-;p]- 1, 2-yt Kn-2-**V- 1, 8 -^7^'J 3 
-/f;V] -N* -(2,6-^7^0^7x^)1)1/70^)8 




(CH 2 ) 3 CH 3 



Id£tf!l2 1 tffiffiKLX, N— (l-7 , fJV-4-(3-7o^7x-;i/)-l, 
2-vt Kn-2-**V- 1, 8-t7f'J v>-3-^f^3 -N' —(2,6- 
v-f 7 7*0 tf;V7 x — ;v) 7 w-7 i: 3 - (N-^o v;v— N — > f-;v7 5 /) — -1 — 

70 e > ^ ib %mit&® t^js l £<> 

£B£j& mp 1 4 0- 1 4 2t 
H»J7 1 

N— C 1 4-[3-|2-(7?y ->^n^^r-9->- 1 -j)l>)j^-- 

A>\ 7x-;P]-l, 2-vfc Kn-2-**v- 1, 8-t7f Jy7-3->f 
— N' -(2,6-^77atf;V7x-;v)-)V7^i 
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(CH2)3CH3 

nmn2 1 tmmKLx, n- (i-rf^-4-(3-rn^7x-;w-i, 

2 - y t K d - 2 - 1 V - 1 , 8 - 1 7 f 'J y > - 3 - ^ ) — N' -(2,6- 

tttttt mp 1 7 1 - 1 7 2 r 
£»J 7 2 

N— C 1 13 - (3-7 5 -xf-;l/- 1 -^vf-jl/)7x 

- 1 , 2 - y h Ko - 2 - t^ 7 - 1 , 8 ~t7f J y >- 3 - >f ;V] -N* 
-(2, 6 -iM yyntr;i/7i-;l/)^U70^J5R 



H 2 N 




(CH2)3CH3 



£Jfc#!)2 l iTOat, N- Ci -7 , f;v-4-(3-7*n^7x-;v)- l. 
2 - y t K n - 2 - i 7 - 1 , 8 - 1 7 f J y > - 3 - 'fJl' ) — N' -(2,6- 
yyn tT;v7i-;v)^ U7fc 3-75^-3 -xf-*- l -^>^>^<b^ 
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mp 1 6 4 - 1 6 5 *C 

mmm 1 3 

N — ( 1 4-|3-(3-tert -7 h * v*^**-^7 S ^ - 1 - 

•/ne-;i/)7x-;v| - 1, Kn-2-**V- 1, 8-t7f 'JvV- 

3--OV) -N' -(2, 6 -vM V7 p ntf;U7i-;i/)'i;V70^ 



(CH 3 ) 3 C 




(CH2)3CH3 



HSfem lfcFMfcKLT^ N- Cl-7*f-/U-4-(3-7*a*7x-/u)-l, 
2-ytKn-2-t^V-l,8-t7f'Jy>-3-f^ — N' -(2,6- 
yMV7'nk>7x-;v)'7l/7i:3- t e r t -7* h * ->* jUK^/UT 5 J - 1 

1H-NMRS (CDC1 3 ) 8.61(1H, dd, J=4.6Hz, 1.6Hz), 7.89(1H, brh 7.81(1H, br) 

, 7.01~7.56(9H, mh 4.50-4. 53(2H, m), 3.95-3. 97(2H, m)> 2.71~2.92(2H, 
rah 1.71-1.80(2H, m)> 1. 30-1. 51(11H, m) N 0.94-1.07(12H, m). 

mmm 1 4 

N- C 1 -77*- 4 - 13 -(3 -7 5 /- 1 -7°D tf-;V)7x-;V| -1,2 
-vt Kn-2-**V- 1 . 8-t7f'J i?>-3-4)V) — N' -(2,6-v 
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(CH 2 ) 3 CH 3 

N— C 1 -7f-^-4-l3-(3- tert -7* \ * vrt/l/sK-^T S J - 1 - 
7°ne^;U)7i~;W - 1 , 2-vfc Ko-2-**v- 1, 8 -1"7f) ~J>- 
3-^;w] — N' -(2, 6 -5M vyoe;V7x-;l/)-7]/7 1 0 4mg(0. 1 6 
nmol)^nn*^A5mlStStw % tKJ^T h 'J 7;V*n^lml^iDx.7to MiSST 
1. 5B#TO^t/c 0 *ET*fc*9*U &<<>iifc&$fc5%&ffi**: 
iJDx., 7>^e-T7XT-7';-^m. IHaxf-ZU-TftifliLfco NUB £ 5 

v>^9 7-f-(4%^^y-/^nn*^A)T?f||«LT»aft'fr*«r6 4mg(0. 
1 2mmol)#7t 0 

&8ft& UMWR* (DMSO-de) 8.62(1H, d, J=3.7Hz), 8.35(2H, brs)> 8.03(1H, 

sK 7.90UH, sK 7.54(1H, s)> 7.52(2H, sK 7. 41 -7. 42 (2H, m)> 7.27(1H, dd, 
J-8.1Hz. 4.8Hz), 7.13-7.19QH, mh 7.03 (2H, d, J=7.9Hz)> 4. 52-4. 57(2H, 
mK 3.98(2H, d, J=4.8HzK 2.85(1H, brs), 2.73(1H, brsh 1. 68-1. 78(2H, m) 
> 1.40~1.47(2H, m), 0.92-1. 04 (15H, m). 

ntm 7 5 

N- C 1 -7*f-^-4 - 13 -(3 -Jc^;v7^ y - 3 1 
7x-;H - 1 , 2 -y k: Kn - 2 - 1 V - 1 , 8 - 1 7 f J - 3 - ^V) - 
N' -(2, V7°n lf;W7i-;l/)-7U7<J5^ 
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EtNH 




<CH 2 ) 3 CH 3 

N- [ 1 -7*^/1/- 4 - |3 -(3 - 7 5 7-3 -*+)V- 1 -7f^)7x- 
M -l,2-vkKD-2-t^V-l l 8-t7f'Jy>-3-^V) -N' - 
(2. 6 -vM V7°ne;V7^^;i/)7l/7 3 0mg(0. 0 5mmol)69.x* 7 -/H ml?# 
?8ilC > 7-b h7;VfVi K2 2mg(0. 4 9mmol)h Vy'7Ay7;*'D^'f K 
9rag(0. 1 4 7nimol)£2jO;L, 2l$RHf#Lfco ***rill;^ *7 >*-7jdC*e& 

nn,t;U)T« ffiK^fc 4 U gflftett* 2 4mg(0 . 0 4mmol)f#fco 
mm 1H-NMR5 (DMSO-dfi) 9.36(2H, brsh 8.62(1H. d, J=3.9HzK 8.03(1H, 

sK 7.89(1H, s)> 7.51~7.55(3H, mK 7.40~7.44(2H, mh 7.25~7.29(1H, mh 
7. 13-7. 19 (1H, mh 7.04(2H, d, J=7.5HzK 4.54(2H, t, J=7.5HzK 3.12(2H, 
brsK 2.76(2H, brs)> 1. 66—1. 75(2H, m), 1.66(6H, s), 1.40-1. 47(2H, m), 
1.25(3H, t. J=7.2HzK 0. 95-1. 14(15H. m). 
H»J7 6 

N- [ 1 - 7*^;V-4-|3-(3-v>f-;i/7 5 / - 1 -7"d^)7x- 
M - 1 , 2 -yt Kn- 2 -t^V- 1 , 8 v>- 3 ->f /u) -N' - 
(2. 6 -v-f V7 B nh:;V7x^;v)7^7c7)^ 
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Me 2 N 




(CH 2 ) 3 CH 3 



niMM7 stmmzLx, n- (i-rf-;v-4-i3-(3-7^y- 1 --/u 

>ffl0 -N' -(2, V^ot>7x^)-)l/7^^7;Vft: K3&»£> 

^Bfcffi ] H-NMR^ (DMSO-dg) 10.62QH, brsK 8.62-8.63(lH, m), 8.00{1H, s) 

> 7.89(1H, sK 7.50-7.63(4H, m)> 7.43QH, d, J=7.3Hz)> 7.27(1H, dd, 
J=7.7Hz, 4.4Hz)> 7. 13—7. 18(1H. m), 7.03<2H, d, J=7.5HzK 4.52-4.57(2H, 
mK 4.32(2H ( sk 2.84(6H, s)> 2. 73-2. 84 (2H, m)> 1.70-1. 75 (2H, mh 1.39- 
1.47(2H, mk 0.95-1. 11 (15H, m). 



n- Ci-y^;i'-4-|3-(3-vxf-;v7<y-3-^^^- i 

)7x-;i/| - l, 2-yH Kn-2-t#V- 1, 8 -*7f-'J v >- 3 ->f/i0 
— N' -(2, 6-vM 7 7ne;V7i-;u)7U7^>^ 



»!l 7 7 




(CH 2 ) 3 CH 3 
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N- C 1 4 - 13 -(3 - 75 3 - 1 -7f-iV)7x- 

M -1.2-yliKD-2-t + V-l 1 8-t7f'Jy>-3-'f^ -N* - 
<2, V7'ot: , ;V7x-;i')')l/7 1 2 6mg(0. 2 2ramol)<^DMF 3ml?&$ 

K> viWi* V^A 3 0 0mg(2. 1 8mmolK 3 - Kx^ > 1 0 2mg( 0 . 6 5 4mmol) 
SriP^, l^T* 1 B#M#&> 5 Ot:iT?#zat^ 5f$Fem#L£ 0 MK> gfSK 

»x 5%^7jC^^> StETaUStfco y'J*^*7A7D7^ 7 7^ 
( 1 %^/- V7nD*;^)tlILt«^i^ 2 5mg(0. 0 4nunol)# 

/Co 

ttSKUL nip 1 4 4 - 1 4 6 "C 

nnm 1 8 

N— [ 1 -y^-)V- 4 — 1 3 — ( 3 - Vxf-^T 5 y - 3 -if^- 1 -^>f-^ 
;v)7x^;v| - l, Kn-2-**V- 1, 8 -t 7f j v V- 3 -< 

;v) -N' -(2, 77ae;v7x-;v)?i^70^j£ 




(CH 2 ) 3 CH 3 



IWS7 7i:|Bli(:Lt, N- [ 1 -7*f-^- 4 - |3 -(3 -7 < y-3-if 
;u- i -^>f--;i/)7x^;u| - l, 2-y'k Ka-2-#*v- 1, 8-t7f 
Vv>-3-^;V) -N* -(2 1 6-^v7nt>7x;^)^7t3-Kx 
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mp 137-139r 

nmm 7 9 

N- C 1 4 -[3 - |2-(N, N-yif;H?y */9w\*y-y- \ 

-4 ;v)x^-;i/| 7x-^]- 1, 2-yt Kn-2-**V-l. 8-t7f'Jy 
>-3-^;U] -N* -(2, V7nH>7i-;i>)*U7<D'&l3fc 




(CH2)3CH3 



HM07 7 tra*KLT, N— C 1 -rf-*- 4 -[ 3 - 1 2 - (7 ^ / 

i ->f ;i/)xf--^| 7i-Jb]- l, 2-vt Kn-2-**V- 1,8- 
t7f 'Jy>-3-^;V) — N' -(2, 6-yVV7'Dt:>7x-;V)9l/7i 

mp 208-212TC 
£»J 8 0 

N— Ci -rf-^-4-|3-(3->f-^75 y- i -7 p ntr-;v)7x-;H 

- 1, 2-vt: Kn-2-**V- 1, 8-^-7^'J v>-3-^^] — N' -(2, 
6 - ->M V 7°n f;V7x-;V) 7 U7^M 
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MeNH 




(CH2)3CH3 



nmn2 1 tmrn^Lx^ n- ci-^^-4-(3-yn*7x^;w)~i, 

2-vt:Kn-2-^^V-l,8-t7f-'jv>-3--f^] -N' -(2,6- 
v v y n t: ;v 7 x 7 7 i: 3 - p« f-;i/7 ^ y - 1 - 7°n t? >fr t^M^ 

tttttt J H-NMR^ (DMSO-dg) 9. 19(2H, brsk 8.61~8.63(1H, m), 8.02(1H, sK 

7.90QH, sk 7.55(2H, sk 7.53(1H, sk 7.44(1H. sk 7.42(1H, brsk 7.25- 
7.29UH, mk 7.13—7. 18(1H. mk 7.03(2H, d, J=7.7Hzk 4. 52-4. 57(2H, mk 
4.11-4.15(2H, mk 2. 73-2. 76(2H, mk 2.62(3H, t, J=5.5Hzk 1. 71-1. 76(2H, 
mk 1.40~1.47(2H, mk 0. 96-1. 12(15H, m). 

nmms 1 

N- (l-7*-f;W-4-|3-(4-^nn7 > b4r'»7x-;H - l. 2-vt: K 
n-2-#*7-l, S-i-7f)y>-3-'( )V) -N' -(2 , 6 - 9 J4 V7*o 
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##tf!ll 2 tmm-LX, N- Cl -7*?-;V-4-(3-fc Kd*->7x-^)- 
1 , 2 - y t Kd - 2 - 1 7 - 1 , 8 - 1 7f J v > - 3 - ^f ^) -N' -{2,6 
- v V 7° n t> 7 x - ;!/) * b 7 1 - 7*n ^ - 4 - * n n 7** <b SS<k^ 

iH-NMR^ (DMSO-de) 8.59(1H, dd, J=4.6Hz. 1.7Hzk 7.76<1H, brs). 7.74(1H, 

brsK 7.62(1H, d, J=6.6Hz)> 7.24(1H, dd, J=7.9Hz, 4.6Hz)> 7. 12-7. 18(1H, 
mh 6.97~7.02(3H, m)> 6.89(2H, br), 4.52(2H, t, J=7.3Hzh 4.00(2H, br)> 
3.67(2H, br). 2.91(2H, mK 1.86(2H, mK 1.72<2H, br), 1.42(2H, m)> 1.02 
(12H, br), 0.97(3H, t, J=7.3Hz). 

mmms 2 

n— ci -7*^^- 4 -[3- U -(1, 2, 4->';7v*-;v- l-f^rb^ 

v| 7x-;W]- 1, 2-vfc Kn-2-^-^rV- 1, 8-7-7f->; v>-3 -'f 
;iO — N' -(2, 6-yVy7De^7x-;i/)-)V7©M 



N- [1 -7*^-4-|3-(4-*an7*h*v)7x^;W -1,2-ykK 
d - + 1 , 8-t7f 'J y>- 3 - ^f;U) -N' -(2, 6 -v-f V7°n 
t>7x^)7l/7 5. 5g(9. 1 3mmol)^DMF 1 0 0ml«K, ^^V^A 
1 . 8 9g(l 3. 7mmolh 3 tit* V 7 A 0 . 3 0g( 1 . 8 3 mmolK 1,2,4-hU 
7V*-;U0. 9 4g(l 3. 7mmol)lrinx., 4 0- 5 0*CKT1 1 f§BS3fN$L£ 0 tK 




(CH 2 ) 3 CH 3 
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K£it\ i^xf;viiu, mvki&kmk, mjeetmu v"j*W7 

A*o^h^7 7 4-TitMLT^Si*fc£t!07V-#£5. 3 7g(8. 4 6mmol) 

^-NMRcJ (DMSO-de) 8.60(1H, dd. J=4.6Hz, 1.7HzK 8.50(1H, s), 

7.93(1H. s)> 7.77(1H, brs)> 7.74(1H, brs), 7.61(1H, dd, J=8.1Hz, 1.7Hz), 
7.39(1H, dd, J=7.9Hz, 7.9 Hz), 7.24(1H, dd, J=7.9Hz, 4.6Hz) v 7. 13(1H, m), 
6.98-7. 04(3H, mh 6. 86-6. 91 (2H, mh 4.52(2H, t, J=7.3Hz), 4.23(2H, t, 
J=6.8HzK 3.98(2H, t, J=6. 1Hz). 2.90(2H, m), 1.93(2H, m). 1.65-1. 72(4H, 
m), 1.43(2H, m), 1.00(12H. br). 0.97(3H, t. J=7.5Hz). 

mmms 3 

N— ( 1 -7*^- 4 -[3- |2 -(p- Wi/x,>*;v*-;i/**v)j.|.*v} 
7i-;H- 1. 2-yt Kn-2-**V- 1 , 8 — ±7f-'J v>— 3 — 4 )V) - 
N' -(2, 6-vM V7u\£)V~7 3.-)V)^VT(D&WL 




(CH 2 ) 3 CH 3 



N— (l-rf;v-4-|3-(2-HKnipyxf^y)7x-;i/| -1,2-v 
tKn-2-t^V-l,8-t7f'Jy>-3->f;i/] -N' -(2.6-SMV 
7 i nb>7x^^)'7V7 2.0 2g(3. 6 3mmol)OTHF2 Oml^K, p- h A> 
i^J^-HD^ KO. 6 9g(3. 6 3mmolK h 'JxW^O. 4 0g(3 
. 9 9mmol)£jD;l> 4 0-5 CClct, 8B#F B m#L£o 7jac£*7\ ftKxf^f 
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•>'J*m7A?D7f^7 7'f- (St|lfV^ + t> 1 / 1 ) "CM L 
T«»ft#&& l . 4 0g( l . 9 7mmol)#fc 0 
1H-NMR^ (DMSO-dg) 8.60OH, dd, J=4.6Hz, 1.5Hz)> 7. 74-7. 80(4H, mK 

7.57(1H, d, J=7.0Hzh 7.45(2H, d, J=8.4HzK 7.37(1H, dd, J=8.1Hz, 7.9HzK 
7.24(1H, dd, J=7.9Hz, 4.8Hz). 7.15(1H, t, J=7.5Hz)> 7.03(2H, d, J=7.5HzK 
6.90—6.94 (2H, mK 6.75(1H, brh 4.52(2H, t, J=7.3HzK 4.34(2H, brh 
4.15(2H, br). 2.88(2H, m), 1.70(2H, m), 1.42(2H, mK 0.99(12H, brh 0.97 
(3H, t, J=7.2Hz). 
% MM 8 4 

N-Cl-r^;U-4-[3-|2-(l,2,4-hVTV-;V-l-'f^)xb^ 
vl 7i-JV]- 1 , 2-V\L Kn-2-t^rV- 1 , 8-t7f 1 Jy>-3-^f 
)V) -N' -(2, 6-v-Y V7 0 ntf;V7i-;i/)-i7l^7O^ 



nmms 2 tmm^Lx^ n- ci-7'f-;w-4-t3-i2-(p-h;vx>7. 

;v*-;^^y)ih^y| 7x-^]- l, 2 - v - 1, 8-t 
7fVy>-3-^^ — N' -(2,6-yM77ot>7x-;v)71/7i:l,2 
, 4 - h V TV'-^^'b^ll^tl^^L^o 

iH-NMR^ (DMSO-dg) 8.64(1H, brsh 8.60(1H, dd, J=4.6Hz. 1.7Hz). 




(CH2)3CH3 
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8.04(1H, brsh 7.79QH, brsK 7.76(1H, brs)\ 7.58(1H, dd, J=8.1Hz, 1.7Hz) 
, 7.38UH, dd. J=7.9Hz, 7.9HzK 7.24(1H. dd, J=8. 1Hz, 4.6Hzk 7.14{1H, t, 
J=7.5HzK 6.98~7.03(3H, mh 6. 88-6. 93(2H, m), 4.59(2H, mk 4.52(2H, t, 
J=7.5Hz)> 2.85(2H, mk 1.70(2H, mk 1.43(2H, mk 0.97(15H, br). 

nmms 5 

N- [1 -y^;v-4-|3-(2-7 9 otf-;l/^^v)7x-;i/| —1,2— fe: 
+ 1 , 8-t7f'J 9 J>-3-4fr) — N' -(2,6-vMV/ 




(CH2)3CH3 



1 2 tIwj#KLT, N — [1 -r^;i/-4-(3-n Kn^ri/7x-;V)- 
1. 2-yt Ko-2-**V- 1, 8-t7f'J v > - 3 - 4 flO — N' -(2,6 

1H-NMR* (DMSO-dg) 8.-6K1H, d, J=4.6Hzk 7.77(1H, sk 7.75(1H, s)> 7.64( 

1H, d, J=6.3HzK 7.43C1H. dd, J=8.3Hz, 7.9Hzk 7.25(1H, dd, J=8.3Hz, 

4.6Hzk 6.96-7. 18 (6H, mk 4.79(2H. d, J=2.3Hzk 4.52(2H, t. J=7.3Hzk 

3.60(1H, sk 2.92(2H, mk 1.70(2H, mk 1.46(2H, mk 1.03(12H, br), l.O0( 
3H, t, J=7.3Hz). 
8 6 
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N— [ l -rf-;i/- 4 - [3 - |(4-y'iW5y - 2 -7*f--;u)t* v| 
7x-;l/]- 1 , 2-yk: Kn- 2-**7- 1 , 8-t7^'J v>- 3 
N* -(2, V7 e Df;i/7x-;u)'i7l/7^5Sc 




(CH2)3CH3 

N- Cl -7"f - 4 - 13 -(2 - yn t^;vt^y)7x-^| -1,2-vfc 
Kn-2-**V-l. 8.-t7f'jy>-3-'f;V) -N' -(2.6-SMV7* 
n^V7x-)V)7l/7 1 . 0g( 1. 8 2mmol)Ov f **-9-> 1 OmlSiftK, 
A7^fbK0.3 7g, yif;V7< >0. 2 6g(3. 6 3mmol), 3«^t«(I)* 

A)-CHKLTSS^«Sr 1 . 0 5g( 1 . 6 5mmol)f#£ 0 
1H-NMR<J (DMSO-dg) 8.61(1H, dd, J=4.2Hz, 1.7Hz)> 7.78(1H, brs), 7.76(1H, 

brsh 7.62(1H. dd, J=8.1Hz, 1.5HzK 7.42(1H, dd, J=7.9Hz, 7.9Hz), 7.24(1H, 
dd, J=7.9Hz. 4.6Hzh 6.94-7. 18(5H, m), 4.81(2H, brsK 4.53(2H, t, 
J=7.4Hz), 3.37(2H, brsK 2.94(2H, m), 2.33(4H, q, J=7.2Hz), 1.70(2H, m), 
1.44(2H, m), 1.03(12H. br), 0.97(3H, t, J=7.3HzK 0.86(6H, t, J=7.2Hz). 

8 7 

N- ( 1 - 7*f ;V - 4 - [ 3 - I (y 7 - 4 - v'if /V7 5y - 2 - 7*f - ;V) t ^ 
v| 7i^]-l, 2-yt Kn-2-**y- l,8-t7f;y'y-3-'f 
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)V) -N' -(2,6-y'fV7 , n^7x-;v)^7^i 
NEW / . .0. 




(CH 2 ) 3 CH 3 



n- [i-y^;i'-4-[3-l(4-vif-;v7^y-2--r^-;V')^^vl 

7x^]- 1, 2-yH Kn-2-**7- 1, 8 - + 7f) v>- 3 -'Ol') - 
N' -(2, V/Dkf;i/7x-;V)^l/73 0 Omg(0. 4 5mmol)> V > K 

7-Mli(L indlar catalyst: v^v 7;V KU ?f S^O) 2 

METiilSLTto ««%**n-n*/UAK»JBU ^7>*~77Kft, tX 

Mft£-«2 8 Omg(0. 4 3mmol)^rco 
•H-NMR^ (DMSO-dg) 8.62QH, dd, J=4.6Hz, 1.8Hz), 7.75(1H, sk 7.62(1H, 

dd, J=8.1Hz, 1.8Hzk 7.40(1H, dd, J=8.1Hz, 8.1Hz), 7.25(1H, dd, J=8.8Hz, 

4.6Hzk 7.15(1H, t, J=7.6HzK 7.02~7.05(3H, mk 6.90~6.93(2H, mk 5.75 

(1H, brk 5.67QH, dt, J=11.2Hz, 6.2Hzk 4.65(2H, brk 4.52(2H, t. 

J=7.4Hzk 3. 13 (2H, brk 2.91(2H, mk 2.45(4H, brk 1.71(2H, mk 1.42(2H, 
mk 0.90~1.08(2H. m). 

ntkm 8 8 

N- (l-7 , ^;l/-4-|3-(v^-3-vif-;l/7< J - 1 -7 1 o^^) 
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7x-;v| -1, 2-v f v:Ko-2-*^y-i,8-^7f- , Jv f >-3--f^) - 
N* -(2, 6 -yMv7nk>7x-;v)-)l/7<7)M 




(CH 2 ) 3 CH 3 



nmms 7 tmmtzLx, n- ci-y^;v-4-(3-vi^;v7^^-i- 

ynbf-;v 7 jl -;]/)- 1, 2-vt Kn-2-**V- 1, 8-t7f 'JvV-3 
->f;i/) -N' -(2, e-vMy^D^vyx-^^^T^'bSim^ 

Lfco 

1H-NMR5 (CD 3 0D) 8.60(1H, mh 7.66(1H, d, J=6.6HzK 7.53(1H, dd, J=7.7Hz, 

7.7HzK 7.38(1H, d. J=7.5HzK 7.36(2H, m)> 7. 15~7.22(2H, m)> 7.06(2H, d. 
J=7.3HzK 6.72(1H, d, J=11.6Hz), 5.81(1H, dt, J=11.6Hz, 5.1Hzh 4.64(2H, 
d, J=7.5HzK 3.47(2H, d, J=5. lHzh 2.90(2H, brk 2.50(4H, ra), 1.80(2H, m) 
, 1.50(2H, mh 0.92-1. 09 (21H, m). 
H MM 8 9 

N- (l-7 < f-;v-4-|3-(3-7*o^-i-7»nf^;v)7i^;w| -1,2 
-ytKn-2-^V-l,8-t7f'Jy>-3-^V) — N' -(2,6-v 
4 y 7°n tf )V 7 x »7 U 7 
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(CH2)3CH3 



N— [1 -r^;w-4-|3-(3-b Kn^ri/- i -yn tf-;W7x-;W - 

l,2-ykKD-2-t + V-l 1 8-t7f'Jy>-3-'f^ -N* -(2,6 
-^vrDtf;l/7x-;V)-)U7 9 Omg(0. 1 6ni»l)OllMI:^f-l/>l. 5ml?$ 
ifcfc, E3^k^8 lmg(0. 2 4 5mmol)> h 'J 7 7 > 5 1 mg(0 . 1 

9 6mMl)fc7k?&TKTin*., 3 O^Ria^Lfco TkfciHlx.. *Bfcxf-^"C»flJ t 

5 3rag(0. 8 6mmolM#£ 0 
1H-NMR5(CD 3 0D) 8.58(1H, d, J=3.9Hz), 7.66(1H. d, J=7.9HzK 7.38-7.56 

(4H, m), 7.15~7.17(2H, m), 7.07(2H, d, J=7.5HzK 4.64(2H, t, J=6.8Hz), 
4.27(2H. sh 1.73-1. 81 (2H, m). 1.42-1. 52(2H, mh 1. 10-1. 11(12H, m)> 
1.0K3H, t, J=7.3Hz). 

mmm 9 0 

N- Ci-7*^;v-4-[3-|3-(i-eny 1 -7*ne-;v| 7* 
-^]-l, 2-ykKn-2-t^V-l,8-t7f'Jy>-3-'fJV] — N' 
-(2, 6-v^77*ne;V7x-;i/)7l^70^ 
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(CH 2 ) 3 CH 3 



N— C 1 -f^fr-A - |3 -(3 -7nt- l -7 p ntT-;v)7x-;vl -1,2 
-yt Kn-2 -t^rV- 1, 8-t7f'Jy>-3-^^ — N' -(2, 6-v 
>fy^nt>7x-;V)'7^7 4 0 Omg(0. 6 5mmol)OTH F 5mlig$K. t°nV 
v> 1 3 9mg(l. 9 6mmol)$riDx., gSKT 4 Bf F^^tTto 7jc£2)D;i, ft»x 

Tilt, y'J*y;^7A?n7K77^ (g^^^;i/)T-^ LT^M^ 
t/£ 3 4 Omg(0. 5 6mmol)#£o 

iH-NMR^CDMSO-dg) 11.04(1H. brK 8.62(1H, d, J=4.6HzK 8.01(1H, 

brs), 7.90QH, brsh 7. 41-7. 61 (5H, m), 7.27(1H, dd, J=7.9Hz, 4.6Hz), 
7.16(1H, t, J=7.5Hz)> 7.03(2H, d, J=7.5Hz), 4.54(2H, t, J=7.5Hzh 4.38(2H, 
sK 3.53(2H. br), 3.14(2H, brK 2.89(2H; brK 2.00(4H, brh 1.73(2H, m), 
1.43(2H, m). 0.95-1. 09 (15H, m). 

mmm 9 1 

N- C 1 -7^;v-4 -[3 - |3 -(N,N-v^\^rv;V7^ J)- l-^nex 
M 7x-;H- 1, 2-vt 1, 8 -± 7f-'j v>-3 -4 

;v] -N' -(2,6-yMV7 , ne;i/7x-;v)-7l/7^ 
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(CH 3 (CH2) 5 )2N 




(CH2)3CH3 



£MM9 0 tmWLKLX, N- Cl-7*^/U-4-|3— (3-7*n*-i-7*n 
e-;V)7x-iV) -1, 2-vfc Kn-2-**7- 1, 8-t7f- V v7-3- 
-f;i/] -N' -(2, 6-> ? ^y7 p nt:';i/7x-;i/)'i7i/7tv^^v;WT5 

!H-NMR^ (DMSO-de) 8.61QH, mk 8.04(1H, brsk 7.90(1H, brsk 7.42 

~7.59(5H, mh 7.26(1H. m). 7.15(1H, t, J=7.2Hzk 7.02(2H. d, J=7.2Hzk 
4.54(2H, t, J=7.7Hzh 4.35(2H, brh 3.14(4H, br), 2.77(2H, br), 1.70(6H, 
br)> 1.43(2H, m), 1.28(12H, br)> 0.95-1. 03 (15H, m), 0.83(6H, br). 

mmm 9 2 

N— Cl -^^-4-[3-|3-(N-^^v;l/-N-x^;V75/)- 1-7° 
nfcf-;M 7i-^]-l, 2-yt - 1, 8-t7f'Jv>-3 

--OlO -N' -(2, 6-vWV7 6 ne;V7i^;v)>>l/70^ 




(CH 2 ) 3 CH 3 



mnM9 Otmm^tX. N- (l-7*^;V-4-|3-(3-7*n*-l-7°o 
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t'-;i/)7x^M - l, 2-vVi KD-2-**V-l, 8-t7f-U^>-3- 
>f;lO -N' —(2, 6 -vM yyot>7x-;b)^ U7tN-if ;^>y>7 

W-NMR* (DMSO-de) 11.16(1H, br), 8.62(1H, d, J=4.2HzK 8.03(1H. 

brsK 7.9K1H, brs), 7.45-7. 63 (10H, mK 7.37(1H, dd, J=7.7Hz, 4.4Hz), 
7.15(1H. t, J-7.5HzK 7.03(2H, d. J-7.5HzK 4.55(2H, t. J=7.4Hz)> 4.26- 
4.43(3H, m). 4.10QH, brd, J-18HzK 3.21(2H, br)> 2.80(2H, m), 1.73(2H, m) 
> 1.43(2H, mh 1.32(3H, brK 0.96M.08(15H, m). 

N- Cl-7f-^-4-[3-|3-(l-k*^';v-;W-l-7 p nfc°^;v| 7i 
1, 2-yH Kn-2-**V-l, 8 -±7f-'J v>- 3 ->f /U] -N' 
-(2, 6-v4 V7 , otf;V7xi;v)-)l/7^l 



IOfc#!l9 0 fcrafcfcLT* N— [l-7 , ^;V-4-|3-(3-7*n^-l-7'n 
tf-;u)7i~;i/| - 1, 2-yt Kn- 2 v- 1 , 8 -^7f-'J 3 - 
_ N > _( 2 , y^n^7x^)-)i/7i fcf^'J VyfrkWAik 




(CH 2 ) 3 CH 3 



i&mm. mp 1 6 0- 1 6 2TC 



mfcrn 9 4 
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N- (1 -r^;^-4-[3-|3-(4-^^;v- l-fcf^^-AO-1 --fu 
M-M 7i-^]-l, 2->'H Kn-2-**7- 1, 8-t7f'Jy>-3 - 
>OlO -N' -(2, 6-v-Y V7*Dl:>7x-;v)-)l/7^ 




(CH 2 ) 3 CH 3 



H»J9 0 tlWKLT, N— C 1 -7f-;v- 4 - |3 -(3 -7*nt- 1 -7n 
tf-;V)7i-;V| - 1. 2-Vfc Kn-2-**V- 1, 8-t7f'Jy>-3- 
>DlO — N' -(2,6-yMV7 , n^7x^) l )i/7i:l-^f;i'^7y> 

rap 157-16 It 
H»J9 5 

N— [1 -7?)V- 4-[3- 13 -(N,N-v^>v;V75 7)- 1 -^n^ 
/U| 7x^]-l, 2-yH Kn-2-**7-l, 8 — J-7f-'J v>- 3 -4 
; v] — N' -(2,6-y>fV7 , ne^7i-;V)«)l/7^ 




(CH 2 ) 3 CH 3 

£»J9 0fcTOKLT\ N- (l-7^;v-4-|3-(3-7n*-i-7°n 
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e-;i/)7x-;v| - l, 2-vt Kn-2-**v-l, 8-t7f'Jyv-3- 
— N* - ( 2 , 6 - y V 7*0 f;v 7 x - •) 7 i y ^ > y ^ 7 5 

&&& IR(KBr) 2962; 2870, 1704, 1646, 1585, 1500, 1456cm-i 

N- [1 4-[3 - 13 -(1 -^kf^'Jv-^)- 1 -yntf^;u| 

7^-;P]- l,2-ytKD-2-t^f7-l 1 8-t7f-U --f^3 - 

N' -(2, 6-v-f 7 7°at:;i/7x-;i/)7l/7c7)^ 




(CH2)3CH3 



Hit5$l 9 0 iiRJ^Ilw LT\ N- (l-7^-4-|3-(3-7n*-i -7a 
f-jV)7x^jH -1,2 -yt Kn- 2 -**7- 1 , 8 -t7f V v>- 3 - 
4;i0 -N' -(2, 6-vV77ne;W7x-;i/)7V-7i:* j etr^'Jv>^f>^ 

(DMSO-dg) 10.88(1H, br), 8.62(1H, dd, J=4.6Hz, 1.7Hz), 

8.02(1H, brsh 7.9K1H. brsh 7.51-7. 62(3H, m). 7.49(1H, brh 7.42(1H, d, 
J=7.5Hzh 7.26QH. dd, J=8. 1Hz. 4.6Hz), 7.15(1H. t, J=7.5HzK 7.03(2H, d. 
J=7.5Hzh 4.54(2H, t, J=7.3Hzh 4.34(2H, d, J=4.2Hz), 3.48(2H, mh 3.20 
(3H. mh 2.79(2H, brh 1.85(4H, brh 1. 57-1. 78(6H, mh 1.43(2H, mh 0.96 
~1.03(15H, m). 
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%MM9 7 

N- C 1 -7*f-;W- 4 -[3 - )3 -(4 -^>y;i/- 1 -k^7y^)- 1 -7° 
nt'-;H 7i-;v]- 1, 2-yH Kn-2-**7- 1. 8-t7f-'J v>-3 
-4;V) — N' -(2,6-yMV7'ni;>7x-;i/)-)^7^ 



(CH 2 ) 3 CH 3 

0 iilWja^LT, N— [1 -7^;v-4-i3-(3-7n*- l --/n 
e-;v)7x-jv| - l, 2-vfc Kn-2-**7- 1, 8-t7f'Jv>-3- 
4 AO -N' -(2, 6 -vM V7'nvi';i/7i-;V')7 U7t l -^>v;wtf^7v 

ttattft TO-NMR* (DMSO-de) 8.61(1H, dd, J=4.6Hz, 1.3HzK 7.96(1H, brsK 

7.9K1H. brsh 7.37~7.64(11H. m)> 7.26(1H, dd, J=7.9Hz, 4.6HzK 7. 15(1H, 
t, J=7.7Hz), 7.03(2H, d. J=7.7Hzh 4.53(2H, t, J=7.2Hz)> 4.33(2H, brh 
4.04(2H. br), 3.23~3.37(8H, br), 2.81(2H, m)> 1.74(2H, mh 1.42(2H. mK 
0.95-1. 03 (15H, m). 
9 8 

N- (1 -r^-4-[3-|3 -(3-7-Ffc*v?n[3, 3. 2]y^V-3- 
4 AO- 1 -7°nt:^.^| 7i^]- 1. 2-vH Yu-2-**V- 1, 8-t7 
f-'J v>-3--OlO -N' -(2, 6-y^V7 t ot>7xz;V)7b7<7)M 
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N N O — 
(CH 2 ) 3 CH 3 



0 tW:Lt, N— C 1-7*^^-4 -13 -(3 -7*n^-i-yn 
f-Jl/)7x-;H - l, Ko-2-**v- 1, 8-t7f'Jy>-3- 

>f/iO -N' -(2, vyntr;W7x-;V)7V7J: 3-7-9-*tfv^n[3, 

3, 2]y*>*t>«Sffc£»*'frj£Lfco 

m p 171-1 76t 
HM#!I9 9 

N- [ 1 -7f-;V-4 -[3- |3-(N-x^;u-N-7o t:*;V7 5 y) - 1 -7 
nt°^;v| 7i-;v]-l, 2-yt Ka- 2 -**7- 1 , 8-t7f'Jy>-3 
->OiO — N' - ( 2 , 6 - vM V T 5 o t 1 ;v 7 x - ;v ) 7 1/ 7 O ^ 



2SS&0O9 OfcR&KLT, N- Cl -7*f-;V-4-|3-(3-7n^- 1 -7n 
t'-;v)7x-;i/| - 1, 2-vk Ko-2-*4rV- 1, 8-t7f 'Jv>-3- 
>f JVD — N' - ( 2 , 6 - yM 7 7*0 k*;V7 x-;v) 9 1/7 N-xf ;v7d 

teBte. m p 1 6 3 - 1 6 6. 5 *C 




(CH2)3CH3 
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nmm 1 o o 

N- (1 -7^;v-4-[3-l3-(v7f-;v7 5y)- l-yot-^l 7x- 
] - 1 , 2 - y t K n - 2 - 1 + V - 1 , 8 - 1 7 f J y > - 3 - 'f ^ ] — N' - 
(2, V7 , nb>7x-;v)9l/7^ 




^IM$)9 0 tffiffiK LT> N— Cl-7*^;i/-4-|3-(3-yn^-l-^n 
e-;u)7x-;u( - 1, 2-vfc Kn-2-**7- 1 ,8-t7f'Jy>-3- 
4 AO -N' -(2, 6-vV Vfu\£)V7 j,=.)V)^VTtVr^)^T^ yfrbW. 

i&Mtk mp 13 8-141. 5 *C 

mmm 1 o 1 

N - [ 1 - 4 - [ 3 - 1 3 - (V << V 7*n e;V7 $ J ) - 1 -T'n t: 
7x-^]- 1, 2-vfc Kn- 2-^*7- 1, 8-t7f , JyV-3-'fJV] - 
N" -(2,6 -y^77De;l'7x-;y)9l'7^ 




(CH 2 ) 3 CH 3 
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Hffifll9 0 trafcKLT, N- (1 -?*■/!/- 4 -|3-(3-rn*- 1 --fu 
e-;U)7x-;H - 1., 2-yt Ko-2-*4rV- 1. 8-t7f»Jv>-3- 
>f/lO — N' - ( 2 , 6 - v -f V 7*0 l^;i/7 x 7 i: y ^ V 7'n t°^7 $ V 

mp 1 5 2 - 1 5 4 *C 
Hifcfl 1 0 2 

N- [1 - > 7*^;V-4-[3-|3-v r (2-xh^i/x^;v)75y - l-ynf 
7i-;i/]-l, 2-yt Kn-2-**V- 1, 8-t7f 'Jv>-3-^ 
;v) — N' - ( 2 , 6 - vW 7*o x - -) U TOM 



*M!)9 0 fcEI&K LT, N— Cl-rf-;w-4-|3-(3-rn^-i-7^n 
tf-;v)7x-;H -l,2-ytKD-2-t^7-l,8-t7f , Jy>-3- 
-N' -(2, 6 -V4 7 7*ne;i/7x;;i/)7 \s7b 9 J(2 -x h^yxf^ 

m-mSRS (DMSO-dg) 10.68UH. brK 8.62(1H, d, J=4.6Hzh 8.03(1H. 

brsh 7.9K1H, brs)> 7. 51 -7.61 (3H, m), 7.49(1H, brsK 7.43(1H, d, 
J=7.0Hz)> 7.26(1H, dd, J=7.9Hz, 4.6HzK 7.15(1H, t, J=7.7HzK 7.03(2H, d, 
J=7.7HzK 4.54(2H, t, J=7.3Hz), 4.41(2H, brsh 3.76(4H, brsK 3.45-3.52 
(8H, mh 2.80(2H, brK 1.73(2H, m), 1.45(2H, mh 1.12(6H, t, J=7.0Hz)> 




(CH 2 ) 3 CH 3 
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0.95-1. 03 (15H, m). 

mmm i o 3 

N- (1 -7f-;v-4-(4-7*n*7x-/l')- 1, 2-yt Kn-2-**7 
- 1 , 8 — *-7f-' ) W- 3 --f*0 — N' -(2,6-yMvyne;V7xi;i/)-7 




(CH 2 ) 3 CH 3 

##^1 0 fc Wiafc LT, 1 -yf;V-4-(4-7Dt7x^) - 1, 2-v 
Kn-2-**V- 1. 8-t7f , Jy>-3-^/M>ii:2 1 6-vMV7°a 

mp 1 9 3 - 1 9 51C 
%Wfr\ 10 4 

N- [l-7^;w-4-|4-(3- yxf)l/7 5 7- 1 -7 , n^V)7x- 
>H -1,2 - y t Kn - 2 - t^V - 1 , 8 ~t7f J y > - 3 - ^ ^) -N' - 
(2, 6 - V 7"D ^^7 x - 7 1/7©^ 



WO 98/23615 



PCT/JP97/04276 



132 




(CH 2 ) 3 CH 3 



H»2 1 traaiKLT, N— Cl -W-4-(4-TD^7x-^)- 1, 
2-vfc Kd-2-*>V-l, 8-t7f'Jy>-3-'f;i/) -N' -(2,6- 
SM V7°n t>7x-;v)7l'7i 3-^^757 - 1 -7*n t°>^«M'ffc 

m.m& mp 2 0 8-2 1 0t 
H»J 1 0 5 

N- [ 1 - [3 - 13 - (^^^U >- 4 --T;V)- 1 -yn tf-^l 

7i-iV]- 1 , 2-vfc Kn-2-**7- 1, 8-t7f 'Jy>-3-^ AO - 
N' -(2, 6 -vM 7 7"Dt>7x;;V)')V7^S 



£]&S#]9 0 tmm^ LT, N- [1 -^;i/-4-|3-(3-ya^e- 1 -yn 
f-;v)7x-;H - l, 2-vfc Ko-2-* + v- 1, 8 -t 3 - 

>fflO — N' -(2, 6-v-l'V7 p ne;i/7i-;i/)'>^7i: ; e^^ , ;>^<b1i^'fb 




(CH2)3CH3 



WO 98/23615 



PCT/JP97/04276 



133 



ttSUft mp 2 1 2 - 2 1 4 "C 
10 6 

N— C 1 -7*^;v- 4 - 13 -(3 -^* s sfr7< J - 1 -7'nif-;P)7x- 
;u| - 1 , 2-yt Kn-2-*#V- 1, 8-t7f'J 5»-3 -4*] -N' - 
(2, 6 - vV vyn^7xi^)')l/7^jS 



ll»J9 0 fc|W|$KtT> N- (l-r^;u-4-|3-(3--/o^- 1 -yn 
e-;l/)7x-;U| - l, Kn-2-**V - 1, 8 -* 7f-'J v >- 3 - 

— N' -(2, 6 - 9 J4 vyot>7xx;v)H;i/7i:A^y;i/7^ >/^*JI 

jfttttt mpl87-189TC 

%nm 1 0 7 

N— [ 1 — 7*f-;v- 4 — J 3 — ( 4 — 7£;M ^ K— 1 -7*f-— ^) 7x — - 
1, 2-vt Kn-2-**V-l. 8-t7f'jy>-3-'f;v) -N' -(2,6 
->M V7 , O^V7xi;V)7l/70^i 




(CH 2 ) 3 CH 3 
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(CH 2 ) 3 CH 3 



1 fcEI&KLT, N- [1 -W-4-(3-7o^7x-;V)- 1, 
2 - y t Ko - 2 - t^rV- 1 , 8-t7f 'J v>- 3 - 'f ;v) -N' —{2,6- 
vyn e;i,7 x-;v) 1/7 U - 7 U* - 4 - rf >frbffiBit&%) 

J H-NMR $ (CD 3 0D) 8.6K1H. dd, J=4.8Hz, 1.7Hz)> 7.78~7.85(3H, m)> 7.71- 

7.74UH, mK 7.62(1H, dd, J-8.IH2. 1.7Hz), 7. 39-7. 42 (2H, mK 7. 14-7. 31 ( 
5H, mK 7.03(2H, d, J=7.5HzK 4.64(2H, t, J=7.7HzK 3.94(2H, t. J=6.8HzK 
2.84(2H, t, J=5.0HzK 1.77-1. 80(2H, m), 1.46-1.54(2H, mK 1.00-1.18( 
15H, m). 

nwm 1 0 8 

N- [1 -7^;i/-4- 13 -(4-75 /- 1 -7*^-;u)7x^;u| -1,2- 
ytf ? n-2-t^fV-l 1 8-t7f'Jy>-3-^V] — N* -(2,6-iM 
77nt>7x^;v)7u7^ 
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H 2 N. 




(CH2)3CH3 



N- [ 1 4-l3-(4-7*;W3 K- 1 -7f-)V)7x-]M - 

l,2-vtKn-2-t^V-l,8-t7f';y^-3-^;v) -N' -(2,6 
-vMV7'ot>7x-;l/)')l/7 5 Omg(0. 0 7 2mmol)<OX? y -;H ml&ifcK 
3 0%>^;V7 5 OmlSriJDx.x gi£K-Of#L£o 

A)T*ffiS!£LT^ft£-%£3 3mg(0. 0 5 8mmolM#£ 0 
1H-NMR5 (CD 3 0D) 8.49(1H, dd, J=4.6Hz, 1.7Hz), 7.56(1H, dd, J=8.1Hz, 

1.7Hz). 7.31~7.43(3H, m), 7.23(1H. d, J=7.3HzK 7. 01-7. 12(2H, mK 6.97( 
2H, d, J=7.3Hzk 4.52(2H, t, J=7.5Hz), 2.47(2H, t, J=6.4Hzh 1.63-1.73 
(2H, m), 1.33— 1.45(2H, mh 1.00(12H, d, J=6.4Hzh 0.91 (3H, t, J=7.3Hz) 

nm®\ 1 0 9 

N- Cl -7*f-^-4-|3-(3-v^a^^v;vr<y- 1 -7°nv:x;v) 
7i-;H -1,2 ->* H Kn - 2 - t^fV - 1 , 8 - t7f J y >- 3 - 'f ^) - 
N' -(2, 6-yM77 s nt>7xz^)7l/7©M 
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(CH 2 ) 3 CH 3 



nmm9 0 t RUICU, N- [l-7^jl/-4-|3-(3-7n*-i-7n 
kf-;w)7i-;v| - 1, 2-vfc Kn-2-**7- 1, 8-t7f'Jy>-3- 
>OlO — N* - ( 2 , 6 - vM V y n k' ;v 7 x - ) 1/ 7 i: y ^ o a y ;v 7 

ffittttL rap 186-187t 
HJfcfll 1 1 0 

N- ( l -7f7U-4 -[3 - 13 -(3 -tfU y/Mf-zuTS y) - l -yn if - 
;v| 7x-;i/]-i, 2-yt Kn-2-**v- 1, 8-t7f 
AO -N' -(2. 6-vM v7oe;V7x-;l/)7V7^ 




(CH2)3CH3 



HM$19 Oi»U> N— ( 1 — 4 — 1 3 — (3 — 7n*— 1 — ~fu 

\£-)V)7j,-)1>\ - l, 2-v>fc: Kn-2-**7- 1, S-i-y^-V v>-3- 
-Ow) -N' -(2, 6-v-f v7nt>7x-;v)7i/7i 3-(7</>f;v)t* 
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1H-NMR^ (DMSO-dg) 10.29<2H, brsh 8.98(1H, sK 8.79(1H, s)> 

8.63C1H, d, J=3.9Hz), 8.46(1H, d, J=7.3HzK 8.03(1H, sK 7.97(1H, sK 
7.83(1H, dd, J=7.0Hz, 7.0Hz), 7.53~7.59(3H, m), 7.48(1H, sK 7,42<1H, d, 
J=7.2HzK 7.28(1H, dd. J=7.9Hz, 5.0Hz), 7.16(1H, dd, J=7.3Hz, 7.3HzK 
7.03(2H, d, J=7.3Hz), 4.54(2H, t, J=7.5Hzh 4.42(2H, sK 4.2l(2H, s), 
4.20(2H. sK 2.80(2H, brsK 1.76(2H, mh 1. 40-1. 47(2H, m), 0.95-1.03 
(15H, m). 

mmm 1 1 1 

N- (1 -rf-;V-4-[3-|3-(2-vxf-^7^yx^;l07^y- 1 -7° 
u\£-)k\ 7x-;v]-l, 2-vfc Yu-2-Or*V- 1, 8-t7f'Jv>-3 
->OlO — N' -(2,6->MV7 i nt:>7x-;v)'7V7^ 




(CH 2 ) 3 CH 3 



mtkm9 0 tmm^LX, N- ll-7T)l>-4-\3-(3-7n*- 
\£-)V)7 jl-)1<\ - 1 , 2 - v t: K n - 2 - * * V - 1 , 8 - 1 7 f - ' J v > - 3 - 
4 AO ~N' - ( 2 , 6 - V 7°n 7 x ^ ;v) 1/ 7 i: N , N - y xf ;vxf 1/ 

1H-NMR^(CD 3 0D) 8.62(1H, dd, J=4.6Hz, 1.7Hz), 7. 54~7.66(4H, niK 

7.47(1H, d, J=7.7Hz), 7.22(1H. dd, J=8.1Hz, 4.6HzK 7.17(1H, d, J=7.7HzK 
7.08(2H, d. J=7.5Hz)> 4.65(2H, t, J=7.5HzK 4.30(2H, s), 3.65(2H, t, 
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J=7.9Hz), 3.5K2H, t, J=7.7HzK 2.87(2H, brd), 1.77-1. 87 (2H, mK 1.46- 
1.54(2H. m), 1.29-1. 40(6H, m), 1.02-1. 10(15H, m). 

%mm i i 2 

N- ( l -r^;v-4- |3-(3 j- l -ynif-;i/)7x-;H 

-l 1 2-yHKn-2-t^V-l,8-t7f'Jy>-3-^^) -N* -(2, 
6 - v >f v 7° n tf ;v 7 x ^ ;v ) 7 v 7 



EtNH 




(CH 2 ) 3 CH 3 



IIWJ9 0 t R&KLT^ N— [l-7^;V-4-|3-(3-7n^-l-7n 
e-JV)7x-jV| -1, 2-yt Kn-2-*4rV- 1. 8-t7f'Jv>-3- 
>f;iO -N' -(2, 6 -vM 770k>7x-;i,)7V7Uf^7< 

lim^ mp 1 5 8 - 1 6 Ot: 

nmm 1 1 3 

N- [1 -7-^;l'-4-|3-(4-vx^;i/7^ y /- i -7f-^)7x-;H 

-l,2-ytKn-2-t^7-l,8-f7f'Jy>-3-'f^ — N' -(2, 
6 -v-f 77oe;i/7x-^)7l/7<7)M 
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NEt; 




(CH 2 ) 3 CH 3 

nmn 7 tmtitKLx. n- c 1-7**- 4-13 -u-rsy-i -7* 

-;i/)7x-;v| -1,2 -yt Kn- 2-**V- 1. 8-t7f-U v>- 3 
flO — N' -(2, S-V4v7u\*fr7*-fc)*]s7tBVit^frfrbWMAt 

JftH^L iH-NMR* (DMSO-dg) 10.44(1H. bra), 8.62(1H. d, J=4.4Hz), 7.97(1H, 

s)> 7.89(1H, a), 7.55(1H, d, J=7.7Hzh 7.49(2H, d, J=4.4HzK 7.26(1H, dd, 
J=7.7Hz, 4.4Hz), 7.16(1H, dd, J=7.7Hz, 7.7HzK 7.03<2H, d, J=7.7HzK 
4.54(2H, t, J=7.2HzK 3.29(2H, m)> 3. 15-3. 17(4H, m), 3.-00 (2H. t, J=7.3Hz) 
, 2.82(2H, bra), 1.73(2H, m)> 1.40~1.47(2H, m). 1.22(6H, t, J=7.3HzK 
0.95-1. 04 (15H, m). 

mmm 114 

N — (l -7^;v-4-[3 -13 -(2 -try Vfr*<f-*7\J)- l -7ntf- 
;v| 7x-;u]-l, 2->'n Kn-2-**y- 1, 8-t7f J 
;u) _ N > -(2,6-yW7'n^7x^)-)l/7^| 
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(CH 2 ) 3 CH 3 



%nW9 0 tmUKLX, N- [l-y^^-4-|3-(3-ro^-l-7°n 
- 1, 2-yH Ko-2-t + V- 1, 8-t7f'Jy>-3- 
-f;iO — N' — ( 2 , 6 -vM V7*n t?;V7x-;l/)7 l/7i: 2 - (7 ^ / ^ t? 

W-NMR* (CD 3 0D) 8. 59-8. 64 (2H, mk 7.85(1H, ddd, J=7.9Hz. 7.9Hz, 

1.84Hzh 7.63(1H, d, J=6.4Hzk 7. 39-7. 62 (6H, mk 7.22(1H, dd, J=7.9Hz, 
5.5Hzk 7.18(1H, dd, J=7.7Hz, 7.7Hzk 7.07(2H. d, J=5.5Hzk 4.65(2H, t, 
J=7.7Hzk 4.50(2H, sk 4.28(2H, sk 2.88(2H, brdk 1.72-1. 82 (2H, mk 1.44 
~1.54(2H, mk 1.08(12H, mk 1.03(3H, t, J=7.5Hz). 

mm 1 1 5 

N- Ci -7*^;i—4-[3-|3-(4-e'jv;v^^;i/7^y)- l-ynt'- 
M 7x-il/]- 1, 2-vt Kn-2-**7- 1, v>- 3 -A 

AO -N' -(2, 6-yW^Dt>7xz;v)^i/7^ 




(CH2)3CH3 
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%MM9 0 tmm-LX, N— (1 -r^;l/-4-|3-(3-rn*- l --fu 
t:-;v)7i-;v| -1, Kn-2-**7- 1, 8-t7f'Jv>-3- 

4*0 — N' -(2, 6-v4 s.=-)V)^VTt 4-(75 y^flOfc* 

V v > <b *HHlfc£t> Sr £l£ L fee 

&BKffl W-NMR 8 (CD 3 0D) 8.88(2H, d, J=4.6HzK 8.61(1H, d. J=9.4Hz), 

8.18(2H, d. J=4.6HzK 7. 55-7. 63 (4H, mk 7.48(1H, d, J=7.7Hz)> 7.22(1H, 
dd, J=7.9Hz, 4.4Hzk 7.17(2H, d, J=7.9Hzk 7.07(2H, d, J=7.9HzK 4.70(2H, 
s), 4.65(2H, t, J=7.9HzK 4.35(2H, sk 2.86(2H, br), 1.80(2H, mk 1.49- 
1.52(2H, m)> 1.09U2H, brsk 1.03(3H, t, J=7.3Hz). 

mm 1 1 6 

N- (l -r^;u-4-[3-|3-(N-(3-t?u v;w^^;v)-N-^^;v7 
5y)-l --fuV-M 7x-;V]- 1 , 2-vtKn-2-t^V-l,8-t7 
■^V v>-3-4;l0 — N' -(2, 6-v-f V7 p ne;V7x-;v)-)l/7^ 




(CH 2 ) 3 CH 3 



»J7 5t«lt, N- (l-r*>U-4-[3-|3-(3-fcfV-:>/M 
f-;U7< 7)- 1 -7*nfcf-;H 7x-)V]- 1 , 2-yt Kn-2-t + V- 1 , 8 
-t7f'Jyy-3-^V] — N* - ( 2 . 6 - yMV7*D feT;W7 x-;V) 7 U7 t 

ttB^ft J H-NMR 8 (CD3OD) 9.04(1H. mk 8.73(1H, mk 8.62(1H, d, J=5.1Hzk 
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7.94UH, m)> 7.57~7.67(4H, m), 7.49(1H, d, J=8.3Hz)> 7. 16-7.25(3H, mK 
7.09(2H, m), 4.64~4.68(4H, m), 4.38(2H, sh 2.85(2H, br), 3.02(3H. s)> 
1.80~1.87(2H, m), 1.46-1. 52(2H, mK 1.00-1. 09 (12H, m), 1.03(3H, t. 
J=7.3Hz). 
%1fcM 117 

N- [1 - ^^-4-[3-l3-(N-(2-n 0, ;v;w^^;i/)-N-^^;v7 
5 J) - 1 --fuM^M 7x-;v]-i, 2-vbKn-2-t^y-l,8-t7 
f-'J -N' -(2, V7°n tf;U7x-;i/)^VTO^ 




(CH2)3CH3 



5 tmm^Lx, N- (i-r^;w-4-[3-i3-(2-euv?;w> 

^;W7< y)- 1 -"fu\Z=.M 7i-;w]- l, 2-vfc Kn-2-**y- 1 , 8 
-t7f'Jv>-3-'f;v) -N' -(2, 6-vW7°nt>7x-;i/)7^7t 

&R% »H-NMR^(CD 3 0D) 8.69(1H, d, J=4.2Hz), 8.62(1H, d, J=3.3HzK 

7.92(1H, dd, J=7.9HzK 7.49-7.68(7H, m), 7. 16-7.21 (2H, m), 7.08(2H, m). 
4.66(2H, t. J=7.7Hzh 4.62(2H, sh 4.40(2H, sK 3.02(2H. brh 3.02(3H, s) 
, 1.80(2H, m). 1.49-1. 52(2H, m)> 1.08 (12H, brs), 1.03(3H, t, J=7.3Hz). 

%mm 1 1 8 

N- ( 1 -7J-)V-4 - [3 - |3-(N-(4-e>; y;Mf-^)-N-^W 
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5 J)- l --/nt: 7x~;l/]- 1, 2-yt Kn-2-t^rV-l,8-t7 
f'Jy>-3-'f^ — N* -(2, 6 -SM V^o^7xiA')^ VTOM 



llf)7 5fcHl*fcLT, N- Ci-yf-;v-4-[3-|3-(4-ev v;v^ 
f;V7 5 /)- 1 -ynbT-;H 7x-;y]- l , 2 -VH Kn- 2 -**7- 1 . 8 
-t7f'Jy>-3-^v) -N' -(2, V7 , nn , ;l/7i-;w)^V7t 

mmm. 1H-NMR5 (CD 3 0D) 8.87(2H, d, J=5.7HzK 8.62(1H, d, J=4.8HzK 

8.27(2H, d, J=5.7Hz)„ 7. 56-7. 70(4H, mh 7.49(1H, d, J=7.5Hz), 7.23(1H, 
dd, J=9.2Hz. 7.2Hz), 7.21(1H, dd, J=6.8Hz, 6.8HzK 7.07(2H, d, J=8.4HzK 
4.75(2H, sh 4.66(2H, t, J=7.2Hz), 4.38(2H, s)> 3.03(3H. sK 1.80(2H, mK 
1.52(2H, mh 1.05~1.08(12H, m), 1.03(3H, t, J=7.3Hz). 

% mm 1 1 9 

N— [ 1 -7*f7V- 4 - |3 - (3 -yif^T? J - 1 -7 , nf-;v)7x- 
M - 1 , 2 - y t Ka - 2 - t^V - 1 , 8 - t7f 'J y >- 3 - ^f ^) -N' - 
{2- A 7 7 , De;i/7x^;v)7l/7^M 




(CH 2 ) 3 CH 3 
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(CH^CH2) 2 I 




(CH2) 3 CH 3 



%ffiM2 l tmWLKLX. N— [l-y^;v-4-(3-rn^7ac-;i/)-l, 
2 -y t Kn - 2 - t^ V- 1 , 8 - t7f V y >- 3 - 'f ^] — N' -(2->fV 
7 , ntf;V7x-iV)-7l/7t3- yxf;V7 ^-l-ynt^H 3cMlfc« £ 

&S*& mp 1 3 8 - 1 4 0 r 
1 2 0 

N— C 1 -7*f->U- 4 - |3 - (3 5 7 - 1 -7 P Dt';;V)7x- 

;M -l,2-ytKn-2-t + V-I,8-t7f'Jy>-3-^v) -N' - 
(2, 4, 6 - b , ;>^;i/7x-;i/)'7lx7<7)^ 



(CHsCH^N 




(CH2) 3 CH 3 



»#|2 1 fcTOKLT, N- (l-7f;i/-4-(3-7D^7x-;V)- 1, 
2-ytKD-2-t*V-l,8-t7f'Jy>-3-'f^ -N' -(2,4,6 
- b 'J ^ f ;i/7 x 7 1^7 1 3 - yxf ;i/7 5 y - 1 -7°n Myfrb&mt'k 
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*H-NMR<J (DMSO-dg) 8.61(1H, dd, J=4.8Hz, 1.8HzK 7.76(1H. sK 7.56- 

7.63(2H, mK 7.47(2H, d, J=5. IHzK 7. 32-7. 38(2H, m), 7.25<1H, dd, 
J=9.8Hz, 7.9HzK 6.77(2H, sK 4.51(2H. brs), 3.59(2H, sh 2.17(3H, s), 
1.92C6H. s), 1.7K2H, brsK 1.38-1. 46(2H, m), 1.01(6H. t, J=7.2HzK 



mm 1 2 1 

N- ( 1 -7'f-;V- 4- |3 -(3 -yif;V7< J - 1 -yn^;v)7i- 
M -1, 2-v?fc Ko-2-**V-l, 8-t7f'Jy>-3-'f;V) -N' - 
(2, 4, 6- HJ 7Wn7x^;l/)^l/7^| 



H«J2 l ira*ciT, N— (l-7*f;V-4-(3-7*D^7x-;V)-l, 
■ 2 - y t K.o - 2 - t^fV- 1 , 8 - t 7f J y v- 3 - ^V] -N' -(2.4.6 
- M) 7;vtn7x-;V)-)l/7t3-yxf;V7<;-l --fuMyfrb&mfc 

1H-NMR5 (CD 3 0D) 8.61 (1H, dd. J=4.8Hz. 1.8Hz), 7.67(1H, dd, J=8. 1Hz, 

1.8Hz), 7.44~7.55(4H, mh 7.35(1H, ddd, J=7.0Hz, 2.0Hz, 2.0Hz). 7.22(1H, 
dd, J=8.1Hz, 4.8Hz) 6.84(1H, dd, J=9.0Hz. 7.5Hz) 4.61(2H, t, J=7.5Hz) 
3.67(2H, s) 2.67(2H, q, J=7.2HzK 1. 72-1. 82(2H, m)> 1.41~1.54(2H, m). 
1.12(6H, t, J=7.3HzK 1.00(3H, t, J=7.2Hz). 



0.97(3H, t, J=7.2Hz). 




(CH2)3CH3 
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%mm 122 

N— C 1 13 - (3-VxW5 J- 1 -/n^^7x- 

;W - 1 , 2 - y t: Kn - 2 - 1 V - 1 , 8 - t 7f 'J y > - 3 - 'f ;H -N' - 
(2, 4-y7Wo7x-^^k7©M 



H*fcffil2 1 fcPO&KLT, N— Cl -7*f;V-4-(3-7*n*7xi;V) - 1, 
2-yt:Ko-2-t^fV-l,8-t7f'Jy>-3-'f^ -N' -(2.4- 
y7^n7x-;v)-7V7t 3 -yif;V7^-l -7vV>ir>b$t 1 &il&to 

m-WR8 (CD 3 OD) 8.60C1H, dd. J=4.6Hz, 1.7HzK 7.76<1H, ddd, J=9.2Hz, . 

9.2Hz, 5.9Hz), 7.65(1H. 8.1Hz, 1.8Hz). 7.45~7.51(3H, mK 7. 33~7.37(1H, 
m) 7.2K1H, dd, J=7.9Hz, 4.6HzK 6.89(1H, ddd, J=8.6Hz, 8.6Hz, 2.8Hz) 
6.77(1H, dd, J=8.1Hz, 8.1Hz) 4.56(2H, t, J=7.9Hz) 3.61(2H, s) 2.60(4H. q, 
J=7.3HzK 1.69~1.76(2H, m), 1. 41—1. 48(2H, m). 1.07(6H. t, J=7.2HzK 
0.98(3H, t, J=7.5Hz). 

nmm 1 2 3 

N — Cl -7f JV-4-(3-7*n^7x-;l/)-l, 2 - yd Kn- 2 V 
-l,8-t7f'Jyy-3-f;v] -N' -(2--(V7'oe;V7xx;V)-!7l/7 



(CHjCH^I 
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(CH2) 3 CH 3 



###ll 0 fc»Ltl-7f;V-4-(3-7'n^7x^)-l 1 2-vb 
Ko-2-i^y-l,8-t7f'Jy>-3-)!;;i'**>ii2-'fV7 p n n>7 

iH-NMRSCDMSO-d*;) 8.63(1H, dd, J=4.8Hz, 1.7HzK 8.13(1H, sK 8.08(1H, s) 

> 7. 60-7. 65 (2H. mh 7.57(1H, s), 7,47(1H, dd, J=7.7Hz, 7.7HzK 7.73(1H, 
d,J=7.7Hz)> 7.28(1H, dd, J=8. 1Hz. 4.8HzK 7. 17-7. 22 (2H, m), 7. 04-7. 07 ( 
2H, m), 4.53(2H, t, J=7.2HzK 2.92(1H, sep, J=6.8Hz)> 1.66-1.68(2H, m)> 
1.28-1. 41 (2H, m), 1.00(12H, brs), 0.94(3H, t, J=7.2Hz). 

N- 4- (3-70^7 l, 2-yHKn-2-t^fV 

-l,8-t7f Vv>-3-^;v) -N* -(2,4,6-HJ^f;V7x-;v)'i; 




(CH 2 ) 3 CH 3 

##$Jl OilTOKLT l-7^;v-4 -(3 -yn^ 7x-;v)- 1 , 2-yt 
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Kn-2-**7 - 1 , 8-t7f-U yy-Z-tiWytSLt 2, 4, 6- HJ>f- 

1H-NMR5 (DMSO-dg) 8.63(1H, sh 7.93(1H, sK 7.82(1H, s), 7. 55~7.65(3H, 

m)> 7.43~7.48(1H, mh 7. 34-7. 36 (1H, mh 7.24~7.29(1H, m), 7.11(2H, d, 
J-5.9HzK 6.78(2H, sK 4.52(2H, sK 3.33(2H, mK 2.18(3H, sK 1.92(6H, s) 

> 1.7K2H, mK 1.4K2H, m)> 0.97(3H, t, J=7.3Hz). 

%mm 1 2 5 

N- C 1 -yf-)V- 4-(3-7'n^7x-;v)- l , 2 -vt Kn- 2 -**7 
-l,8-t7f'Jv>-3-^V] — N' -(2,4,6-h , J7;Vtn7x^^) 

H H f 
(CH 2 ) 3 CH 3 

###!ll 0 t|ilIi:Ltl-7f;v-4-(3-7n^7x-;i/)-l, 2-vfc 
Kn-2 -t^fV- 1 , 8 - t7f'Jyy-3-*;V**>^i:2 1 4, 6- b } ) 7fr 

1H-NMR5 (DMSO-dg) 8.63(1H, dd, J=4.8Hz, 1.7HzK 8.18(1H, sK 8.05(1H, s) 

> 7.64(1H, d. J=7.9Hz)> 7.57(1H, dd, J=7.9Hz, 1.7Hz), 7.54(1H, dd, 
J=1.7Hz, 1.7Hz), 7.45(1H, dd, J=7.9Hz, 7.9Hz)> 7.34(1H, d ; J=7.9HzK 
7.26(1H, dd, J=8.1Hz, 4.8HzK 7.15(2H, dd, J=9.0Hz, 7.7Hz)> 4.49(2H, t, 
J=7.5Hz) 1.64-1.7K2H, mK 1.36~1.43(2H, mK 0.95(3H, t, J=7.2Hz) 

%mm 1 2 6 
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N— (l-7f;l/-4-(3-rn^7xz^)-i, 2-ytKn-2-t^fV 
-l,8-t7f'Jy>-3-^V] -N' -(2,4-y7^n7i-;i/)7l/7 

H f 
(CH 2 ) 3 CH 3 

Otra»Ctr 1 -rf;v-4-(3-7*n^7x-^)-l, 
Kn-2-**V-l. 8-^7f-vy>-3-*^#>»fc 2, 4-^7KD7 

1H-NMR* (DMSO-de) 8.68(1H. cl.J-l.7Hz), 8.63(1H. dd, J=4.6Hz, 1.7Hz)> 

8.19(1H. s), 7.76(1H, ddd, J=9.2Hz, 9.2Hz, 6.1Hz), 7.63(1H, d, J=8.1Hz), 
7.55-7. 58(2H, m), 7.47(1H. dd, J=7.7Hz, 7.7Hz), 7.73(1H, d, J=7.5Hz), 
7.27(1H, dd, J-8.1Hz, 4.8Hz), 7.23(1H, ddd, J=11.6Hz, 9.0Hz, 2.0Hz), 
6.95(1H, dd, J=8.4Hz, 8.4Hz), 4.50(2H, t, J=7.3Hz) 1.64-1. 74(2H, m), 1.33 
~1.46(1H. m), 0.95(3H, t. J=7.3Hz) 

mm 

i . w*FRmi nmmLtzM&K&wz ac at imtsnomTz 

&%M*ACATliJi1fc (J. Lipid. Research, 30,681-690, 1989) Kf£«<9?j& 
K&oT, 1 #/§IW 1 %s U*f v-fr-kZfiffiLtz-jL-y-yy K67-9-W 
fFRJ:0W«tfco ACATftttli, Xtt (J- Lipid. Research. 24,1127-1134. 
1983) KfB^O^ftfcmCfc^ifcKftoT. (1-14C) 
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-C o AtMM< ^Dv-Ai^i;^^rtBtt^3i/^7D-;v^v^, 

mi 





ACAT|fiW(%) 


(IWJNo.) 


1 0-7M 


9 0 


3 9 



yy IMf&ft&^tvyT-i/teJcW* (Biochimica et Biophysica Acta, 
1126,73-80, 1992) i:|£f ©Mt:totlit/; 0 ACATfSttti, ±&$M 
(Biochimica et Biophysica Acta, 1126,73-80, 1992) KffiftStifc^feKifcCfc 
Tj&K&oT, &|^tt#0[9, 1 O-HjfrW^fltfciltt (Biochimica et 
Biophysica Acta. 1213,127-134. 1994) KgB*<B;frftKftoTffttJft Lfc'J # 

S2 





ACATBHMK(%) 




1 0- 7 M 


9 0 


9 6 
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fcr, jfii+fliKiST^Jt LxnfrtcbT, Wi9M<t*ti&ft> **vMi»ftflMfc 

i^itaii, flUtf, fijiiL^, -«j«jfiu 



WO 98/23615 



152 



PCT/JP97/04276 



n * <o m m 

i. -fesd) 




Z— L 



(1) 

Xtt, £ 





Rtt7K*«?-4^tt^:-ORJ(RMi7^^ *»7^*^», 7* 
Lli7^^;w*s fi^7;w^;v* N 7;v^-;vg > fi^7;v^-;v^ y^nr 
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2. Z ifi- N H - £ H^JI 1 fElfcco + 7 f- V v > t£##2 £&<^$ttjjQ 

>nn.o 

3. ItA^(a), (b)Sfctt(c) 



4. X^5S 



R 2 {ili^x|l Differ) 

6. R2^7/^;vs, Il7;v^f;vs, TA^-zHk t fcfiM&7;l"7-- 
7 . YtfWmZ titz 7 * =-)V^h o T> SEfiHfeaf^-M 1 - E - Q IM i 
tt, «H®^-tL<li*-NR3-(R3|±^ig^< ) L<lii6: 




(a) 




(b) 
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Jfy;H, fii7;i/3^f'>A;v^-;H, ^>-7>** ->*;w**-^l£, 

^ 7)\'*)i'n&i>L<&mw&<D'<>-v>7.)is*-frt*i/M^ \m.7)^ijJ4 

& 7*;WS K3k yyD7M^ 7';-;v^ i^7 ] j-;vi> ^ffl7 
V-;^> ffi|AfD7V-;Vi, A-NR«R5(R**J:-trR-5|iEv»»clfc£L 

x s TklfJK^ tt7;^;vi, v&®7;v*;v7$ ytt&teigmi'*^ « 
^ AfD7'J-;v^f;vi> L< ti7 7;u^r;v**^1-^\ S^tiR^i^ 
8-(R8ti7X^M^> «7;v^;vi> 7x^;H, fi|7i^^y*M-iV 

nr 4 r 5 (r 4 % R s \mmoMM*%t *>) *m.-t\ x~m2tiz>m*m6 wm<di- 

7f-'J y>i|#if:lif?)^«, 

8 . mi tfmmm^xb h mm i iem<o + 7 * y v wt*<oawt 

9. Ettlft^iK^ftl ~ 4 07MV ^-e*l)> Qtf ? M#lfc L< lill^t' 
U v;i/*, Sfctt 1 , 2 . 4 - I- y 7VJ /W|fe-efcS»#8 8ffitt<B*7?-'J 

1 0. Mi^^#^**»*^7iE«^7f L Uy>SI##tfctt-?-oBM* 

1 1 . -E-#5S 
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\— (CHaJp^^ (CH 2 ) m — f 

(5$*, RSXVR^tta^HttaiLT**^ ^f-;^, tt<tt 
7°o tr;^Sr*1"*N 4 fctt3lv»KlS^LT 3 -7liOy^ n T)Vij y&&W 
&o mtt 0-6 pli0-6Og&£^t)^2ti&if^l OSBfW) 

12. R 9 S C^R 1 0 ri^^HC^T?* 0 , mifi 0-6 OSESre* 4 Iff&fl 1 1 IE 

1 3. mtfOSfcttl-CfcaSWaEl 2fB«<&7'7? L y vVg|##$fcW:*«> 

i 4. Rsxc^R^ttSv^csiitr**®^ xf^Sv roe 

l 5. Q^tK^H^ tKHS, #;v#*v;Hk, ftiR7/l'3*->*/M*-* 

7V-;V»> t L<tt*-NR* R5(R 4^ j; y R Sunday fcracjeUcSr^ft 
*)-C*4ffll*«l 0, IK 12, 13, ifcttl 4E*©*7f- 'J 

16. R2fr\ 7/W*/Hs*fctt*lft7/U*^3fe-C**H3j»3ll 0, IK 1 
2, 13, 1 4. ttziil 5gB«tf>7-7?-'; yv^S#*fctt*©»ffriD*£ 0 

17. SRA^g^oev v>S|-C*)4||*a7, 8, 9, 10, IK 1 
2, 13, 14, 15, ttz\±l 6tmv>+7*i)V>mi$fcitz\tZ<Dmttm 
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1 8 . 1 frb 1 7 ©v^-f ii^K|B«-o^7f- V fcti*«>Bl 

1 9. ffiftg 1)5^1 7^v»1» *t*KE«Ot7f-'J 5>v|JW*:Sfctt*«)Bl 

7x7-€(ACAT)raJo 

2 0. KftH 1 1 7 ov»-f it*MCE«0^-7^U v>f£##3: fctt*<&flfc 
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